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cio] [3] (cfe^(D#y^^K('^-rs^, 

[11] dermokine- a ^W^@t>L<f*dermokine- j3 ^^fC^^/$#£b--OE&- 
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s^-^fe^ai^i- sis 

[14] aroig (a) - ( c ) sr-^tf „ ^^y^-rh^k^fifJ^J^^y-^^^fe 
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(a) dermokine- a *>V"^®t>b<tedermokine- 0 #>s*?R&&&t&tol&lb* 
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[26] ^^y^h^t/Lii(c®H«^S^ N i®^£#9#^tt&8», # 

^n7kmmtt&te.mmfflsLBiim-v&£>. [23] */c« [24] kib^o^;^ 

[27] dermokine- a ^^fl?bL< tedermokine- /3 #>s<?W<Z>, /^Yft 

[28] c 1 3] [ 1 5] \zmm(o^v—=^^mz. zoxntbtiztrj^y-y-'Ch 
[29] £it<d (a) - (d) frbtezm£vm$iistiz>4k&w<D, tryj-yy-'fhftfcjcm 

(a) dermokine- a iHH^blXtedermokine- 0 Mfc^V>fc^MyofcM*tZ>'T^-te 

(b) dermokine- a it^S^-t>b< ^dermokine- 0 itfc^<D^^j^£#M#Jt-lll§^ 

(c) dermokine- a iH£^t>L< dermokine- j3 jUk^OH^^ RNAi$);^;iJ;3|5E 

(d) dermokine- a ^^Jf^L^Sdermokine- 0 5>l"<? ! M.bifc&irZ) j m>fc 

[30] [14] £fcte[i6] tciB*<o^y— ^>-^^(cj;o-c#e>n5^^yf--Yh 

[31] ^^y^h^b^^T^®Hi-^m^, #^"i4^;«fc§VN«0^;^ 

^?£-efc§, [27] S/cte [28] (CfB-ao^at^ joft^^ffl , 

V ^i7K*gM3fe^+4^miS#^3ET'fc?), [29] Ifcfcte [30] {^lE^cDMit t-^ftS 
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[0010] [HlVM'Xrl^-^s'hin situ/MVW^if— i/ 3 >(HT-ISH) (D^^^i-gj joiU? 

o m^-r^y- ceo) isx^mt^^vv— (EmxxfE2) nmmvx^mm 

SfccDNA) ;oS*h/^ftfal/5jftC3rC«^Uho bJO^b-C >^^y V a -M (Sfir4>& 
cDNA) {*^42f&*(^ii^Pb^ 0 B, HT-ISH^^/KD^!|^i-^J^T?*)5 0 #J^b 
LfdcDNA^-T^y — (E2) £«9MJUfccRNA:/n— 96^/l^;<i— -^y MCfc 
(t^^^^^MSt^^C^OK-^/N-fyy^XbfCo i/^n^y^A(NM008907) 

m&m xtm&m ± \z.wm&) izz&mjt. U) . Kdapfem&±mmm k&v ^x & 

ttt$*bfc(b) 0 /pf^Vo (NM008972) (c) . v?Tif ^^-S^ttf ( 
BC028874) (d) % z/yv j3 -2i^{^iH£^-(XM130158) (eK 7^A( 

BC015302) (f), ^#^C*^a^(NM010948) (gh ^^Ev^^tM (XM 138593) (h) 
, ^^M^i"^Kl6-5 (NM130857)(i\ &&X*X?l'*i/} f ILl)>'W&"f-~-& 
C(AF288691) (j) tt#jjftJS*5«tt^j|l*fcJi-e^t0$tbfc00o ny^y>(U09189)mRNA 

[H2-AB]dermokine- a &£Xf $ <Dmfe&^-rmte£X£^MX&Z> 0 A, J&ffc^;*. 

&.W&8L<ntyft (cov ^TSKoesFos^ci— T'-e^HT-iSH ix^/p^i-^x-efc 

So T^-tVXSKOeSFOS^a— zf (Antisense) tt, &&.<D&MMfrb3&nfr>y-f- 

ir^^a—^ (Sense) T'fiv-^/Vfi^ttl^tL^^ofCo H+Ett-^ 

•v^v-y^-^^^fejij^-efc^o *V>~*Si«u ^*3J=t^n&«>ra«>«Elf * 

|gt)LTV>6o ^-/W^-;50ftmoB, SK063F08gB^J£^^£^!>;*EST:io<kU^e 
tL^th^a^EST^-TEI-efcSo SK063F08(D:£:K@B2flJ£#i-5-^!>.XEST\ 
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&£Xf3'-3Htitmi&X»AK003695tmcm&\^>x-Tl,tc (AK003695-C«98-661 bp 
&£tfAK081753-?ttl505-2064 bp)^r^EST(AK081753) te, ^tlh(DEST^^ 

^iy^^VT^h-vh^t^^vx^ AKOosegs&itFAKOsnss^thzj^E- 

Wte. ^iVetl^oOEST, AL8320804o«tU?BC035311^LT^^$ttfc„ ORFte 

AK081753SB^lJO743'f4{C^oV^^^$tbfCo 1132bp<tll33bpOF^^27bpO^ 
A, 1197— 1244bp<Z>^i£«fg£tLfc 0 

[®2-C]dermokine- a $3£Tf 0 <D|^3r;^i-|I|-e2>5 0 AK003695/AL832080*5J:t^ 
AK081753/BC035311(D#EST^^»J$^^^^ itPthdermokine- a £>£Tf- 
0 OT^/^gB^JSr^-To SignalP serveriZ£y^M£tltcm^>?'~t/l'mmiZTB. 
£rft-tf\ dermokine- a t 0 <DW\(Dm~ ^.mt. W1§XmA,tz 0 dermokine- 0 (D^f]) 
^&£X$~t})>-})iy3-VM>n, ^y^mX^VfCo dermokine- a 3$£Xf 
dermokine- j3 COia^lJ-x—^fi, GenBankfC, , ^^\Z^\^XU.T^^yi^=i>- 
#-§-AK003695*5 J: t^AK08 1 753 \Z.X^ Mh \£t$ V ^Xf£T?±vi/3 ^#-^AL832080*d 
£U*BC0353 1 1 \ZX&m$tlX\ ^ 0 

[El 3-A] dermokine- a $5£T$- 0 &B?<BM&£7&T&'V3b&o lk&ffcl9ql31_hcD 
kr-dermokine- a $3£Tf- 0 fete^-<D^yi'&%:'t 0 &T$y#X38£XfMtf<y?ati: 

TV ^ 0 ^^IR^^iWihlHJ^f^^tU^ttATG^iOTGAT^b^io 
dermokine- a <D^yi/2~W±^ ^y^l2-16^L-Cdermokine- 0 ^<toT5pJffl$tb 

[IU3-B]dermokine- a :&J;U?- 0 5l^^-<D«5t^i-ElTfc^> 0 suprabasin, 
demokine- a /- 0 it^^^VlMh^fcMig^V^fC (Kdap) (C^j-f^it^T- 

4#HlttGAPDH, »m#^^^y^/VT^xtK3-^7^-h^hKn^---^jte 
^-;GPR43, G^^N°y®^^^^43it^^-o 

[g]4-A]t:hdermokine-a/-0 „ Kdap&itFsuprabasin (0.7-kb^^^#j)ON^ffi-e 
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0:~$- o pMit^^tltcT^ym^Mi)^t}r%\^tlo dermokine- a te£T$ttfc1rZ> 
dermokine- 0 <DC3k%ftmi&<DmfefrW-7*— -M S x d*&9]ftvn>ll& (pl=10.3) Sr^L 

Clll4-BC]dermokine- a/-& s Kdap :&cfct/suprabasinO#$ft£ft?#f Lfc&^^-f 
^^-e&So B, 293/EBNA-l^BJJS^4ott-6, 4@<£>SEAP(His) Bk^^^^flt-CfcS 

6 

, dermokine- a -SEAP(His) » dermokine- 0 -SEAP(His) x Kdap-SEAP(His) x jo itF 

6 6 6 

suprabasin-SEAP(His) £r^i~^K"efc5o dermokine- a „ - /3 x Kdapjo it^ 

6 

suprabasintt, (His) C-JldB^^fcfctJI-tih, i #<D v^/W^^KSr^V vtV ^5 

6 

5>^T/^ytt^7T^— *tf (SEAP) <DN^^— g!fe-^L7Co dermokine- a . - j8 . 
Kdap&Jztftsuprabasin (3:fc^r-ci— /V£LTSEAP(His) ) ^t^v^^A-gB^S 

6 

££*L£>©IBr£*>v^5t«r, 293/EBNA-l^BJJS(CjoV^-C— iH4K:»a**fc. 

^f£10Mg)(Medium)te:. SDS-PAGEl£j:fr)#8tU a»o#i;-Histn;fls:fc 

Kdap-SEAP(His) ^^v^^ACT^y^^^^K^ttl^ttfCo C, 

6 

£>¥i Mbfcdermokine- a -SEAP(His) % dermokine- 0 -SEAP(His) , Kdap-SEAP(His) 

6 6 6 

. joit^suprabasin-SEAPCHis) (D^-MX&% 0 ftV&ffl&#>'*?1£.&i%tf 

6 

293/EBNA-l^J§&<Di#^i#J&£[H|I|JiU g4^^y®&TALON^JST:7^~-7M 
Tcdermokine- a -SEAP(His) , dermokine- 0 -SEAP(His) N Kdap-SEAP(His) N $o£.X$ 

6 6 6 

suprabasin-SEAP(His) (DNM^T^fkWM^ AlZ3o\,^X^-m£tltc£?K. Ztl^ 

6 

tlAVGADA, GPLQS, ATLGG N ^it^ASDDPirbT^trJ^ttfCo 
[IH5]^Mtc:4o}t5dermokine-a/-i3 x Kdap. ^it/suprabasin^)^^./^^— >^ 

cRNA^rK-e^P— tf^i/bfc 0 dermokine- a ^t^/fci-^dermokine- 0 ( 
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Dermokine- a /- £ ) &gjEfeLfcd^ dermokine- j5 OtHWl^^WtS 3 

^^lo(D/^K(Dermokine-/3 )7c(t^bfc(lll2B#M)o ^C^/U^tt* 
Kdap^^fft^u— ^ (Kdap) , suprabasinteMfa^n— ^ (Suprabasin) *5 itJfcaVhn 

dermokine- a x - 0 , Kdap, jo it^suprabasiiKD^^^— ^^-^^"CfeSo ^ 
^JM^&^igj^Oif te, dermokine- 3 (SK063F08 ; Dermokine- a /- 0 ) , 
dermokine- /3 ( /3 T/cz — ; Dermokine- /3 ) , Kdap (Kdap) jo it^suprabasinO 
dermokine- a /CM^W^^Ml^X^^W^T^^^ (Antisense) j3 £U-~t>^ 

(Sense) -fh'^Wjf'CXUllo &*^~Zfk'^7W>(XUt8l) ! C<l>^ 
•^h^-v^y^-^^-^^-fe^r^bTi (H+E) e dermokine- a /- j3 , dermokine- )3 j3£ 
t^suprabasin#^W^N-r^y^Vif— S/a^^/H&S, ^L<^^JM^t&<D^)jP|i 

«iili3V^«ltb$tt/to b#>U Kdap#MWv-^^{iW»S^^jS±^(-Pl 
tlftfaotCo V^^i^&.^XJ t M&(Dm<Dm^-^^'o Xfr— >V'*— ;50jum 

o 

[m6-A]SSCjg#J<D^K-e&>5o ^;*J0i3££oP^<Ddermokine- a /- /3 (O^^^ 
i~^X-efe6o -^S^E©^*^— ^O^Oyh (Seegene) teDIG-^f&£tW5l 
SK063F08<Z)cRNA8ff > H"C!7 P c 1 — ^UTto dermokine- 0 (£cf=P) teE15.5-e3l5?.£:#&#> 
fc 0 Dermokine- a (£^) i2£-f El 6^9^, E17.53re^tf>3§3^if #DU 

CI26H3]*&f^*fcM^?ViM>0>in vitro4MkSr^*ria"Cfc5o th-UH-^r^V^ 

-fH2, M&£Ca 2+ 2t^T(0.15mM Ca 2+ jSitf 1.50mM Ca 2+ )2 0 HK2 daysK'ig^L 
fc, 5tfet*t5l0.15mM Ca 2+ ^^(0.15mM Ca 2+ )TM&6M^M2 days, 4 days, jo£ 
0*6 days)-ei^#Lfc 0 ^bfiCa 2+ ^t^(D^iiP(0.15mM^^1.50mM)feSV^^i 
0.15mM Ca 2+ ^^-e<7)^lJig^^<D^(2-dayd^6-day) (aot^i^tl^ 
RNAta^;ft,b<£>7M^pa$!£U /5>oSYBR Green-^<— ;*<DqRT-PCR#?#r£r, 
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dermokine- a , - 0 % Kdap, suprabasin&it^fc^^^^te^^^lO, 
MoV^^gWbbfc^ SHttftMftJitteWlRJCC dermokine- a % - j3 , Kda P> 

[El7]Dermokine- a ^^^y^ho^b^S.(?-t-^WtCoV^T^i-[g|-Cfc?) 0 A 
» 12 wellj^kOtotal RNA(DJ&:I;{£O^T;^^7-e&6o 12 weM£2500 cells/cm 2 
T?Jg^Lfc^^yiMMc:#l-L-C. TransIT LT1 kertinocyte£rffl V ^TpcDNA-human 
Dermokine- a -HA£3£9l£-t2rfc 0 Mock^LTtepcDNAS.ltf^SrlBV^o Total RNA 
SrftbfctiL/tfc^K human Dermokine- a -HA^^^tc^r^y^bXl^M^ 
total RNAOdlllXi^^/^u^ b x ^>-^/^!J^(Involucrin) tf>3£5ifc:oV ^T^i - 
Jf7-7T*$>%> 0 A-epMb7"c, total RNA/6^ qRT-PCR^^/V^y^OmRNAtd^j- 
bTtTofCo Dermokine- a £r3£91.£*5£, ^"IctC^'^/V^y^mRNA^ii^pL.Ti 

o 

[|l|8-AB]SSC^^^^«P(C^i-§^^^Ufc^^^^|g*3<tt^«-T?&5o 
A, StiSSrf^JE^'f 5^*f51fflV^e>-h/yS:Construct©ig-e*>5o dermokine- /3 -A Cii 
dermokine- 3 ^^it^dermokine- a ^(D^a^5>^^b7tt)(Dl?dermokine-i3 

-CfcSo fcllSCf-te:. 293/EBNA-l$BJj&^ iStt^^^rfc. dermokine- a % 

dermokine- /3- AC, Kdap, Suprabasintf>SEAP(His) b(Dffl&?^'s<?W& : ttl : ?:fr 

6 

^WP(C*j"t"-5^tifiLM^ffl V ^cimmunoblot^i-^X"efc?>o 293/EBNA-l$BJ&(C 
dermokine- a,-j3,-/3-AC, Kdap, Suprabasin£^;ft^;ft— i®t£{£3£§i£-tJrT, 

#^^/^^®{C^6^ikM-rimmunoblotbfc 0 ^_hf#OCBB^-fe^^(C^b 
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tc 0 dermokine- a {Z.tt-fZ>tfii$.fe % dermokine- £ - A CfdteMJ&bTV ^ V \ 
m9]293MfaX~mm>£&tc.thRtf-?'?X<iermokme- $ /- 0 A C&CBB ^i/— 

[g|10]fch/^!>^dermokine- ]3 -SEAP(His) t>L<tedermokine- j3 A C-SEAP(His) <£> 

6 6 

[Elll]pcDNA3.1-human dermokine- )3 pcDNA3.1-human dermokine- j3 AC^r 

aQS/EBNA-llfflJiat-transfectionLSDS-PAGEbTt^cDy/V^^^lS^-febyh^M. 
feitMnti-nDK mAb^«t^>immunoblotO^^:^:^-t-^R-efoS 0 

coon] «§Bjte, m&m±m<D&4ki,tzmBzmx~mmttmMftw?i'/<?m. &£xt 

[0012] ^:|g0J«Di^|^$t^fc2®(DfT^>'^• ? ^>'®^*^ ^c^^^e>^J:o-crdermokine- a J 
, joit^rdermokine-^ J<b-^^$tLfc 0 ^^dermokine- a jfrfS^C^SIE^J^rlE 

f£fegci-£o -^r>^dermokine-/3it^^SSa^lJ^ia^J#-^:3{c:, ^itfc 

hdermokine- a jt^^XIE^J&IE^J^ : ^ut^fCioT^— K£*L3 
*V^W^T5/^IE^J£IB?U#^:6(;ife^-S 0 £bt-, t hdermokine- j3 i&fc 

[0013] ^Wte^-f. TfB(a)-(d)^v^ttd^c:fB-^(D^y^i/^K?r»«o 
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[0014] ^K<©0*bv^#H:*5V^tt. _hlB(c)*fc«(d) <Drf}) ^ujrf-b* 

mm:<DTK;mm&. wa, nxx^x^tc^mu^tcT^ymmm^^ 

[0015] ^Di#^*3v>Ttt, ffit^y^^Kf^u ±se (c) isitn (d) <d r^^viH' 

[0016] *5IM©»*UV^fi|^*5V>Ttt, Jiie^;^L<fctfcM-:W6dermokine-a* 
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dermokine- a ^^ff^fctedermokine- 0 Mtm^^J^^^V^y'^' 

[0017] &mwi-z. ^mw^bizxymfeztitcrtv^^h*. ^xxfm^v^^tmm 

^h^mM ^dermokine- a /- 0 ^PLT, #^<D^ife^)tC|B«$ttfc^tg(^tt) 

[ooi8] t^or^pj tas, ia^J#-*§-: 2, 4, 6^/c«8<Dv ^-rtt*^^satt^T5y^iH^j{c 
[0019] ^i&#y-^m^^sc){cov^ ^^^^ft'fcsd^dM^ 
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SEAP(secreted alkaline phosphataseXHis) #?%ttrttzM y &?>'^7W*$£^tZ>^ 

[0020] Wcfetfy^T*^ mtkmfc^) *m&m±m<DMki,tcmBzmxmmL-x 
xm^ mm-r^t^x^ 0 

[0021] ^m(D±m^V^U^m, ^H^&WCte, -^Cl^CO^tCiO 
««-£^i£^fc5o m^l-i, s^-fW^—^y&m (Southern, EM., J 
Mol Biol, 1975, 98, 503.) -Wy^— if (PCR) (Saiki, RK. et al., 
Science, 1985, 230, 1350. % Saiki, RK. et al., Science 1988, 239, 487.) %MJ&-$-%>1? 

£fcte7(DV^i*ti^{£ffi1^ 

/N^y^Vif— >3^^PCRS^^J;oT^L#S, IB3W§-::L 3, 5 

*7 v c{*7<DVNT^>(cis^o^gB^j^^^s^y^w^K^/N^^y^xi-6 
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[0022] ±&tfv*?i'*^h*&&ffitz>tiit>\a*, $f*b<^hyv^>-h^^#TT^N 

i/Bl/$kWh\^ 6M fem. 0.4% SDS, O.SXSSCO^^Tttti^l^^^hy^v 5 

x.«, 6M mm, 0.4% sds, o.i xssco^#T-eteu £9*BPtt<^v^y;*^w- 
[0023] T*ymmm j $>&&mm<Dm~ tttex y^^mvw^— /nc^sr/i^yx 

ABLAST (Proc. Natl. Acad. Sei. USA, 1990, 87, 2264-2268.. Karlin, S. & Altschul, 
SF., Proc. Natl. Acad. Sei. USA, 1993, 90, 5873.)&m*<^X8i:J&X$Z> 0 BLAST02T 
,Vrf yXAtcS<5V ^fcBLASTN J ^BLASTX^lq ^ ^^tl,5^ 0 ^^^A^H^$t^-CV >5 ( 
Altschul, SF. et al., J Mol Biol, 1990, 215, 403.) o BLASTN^fflV ^XifaMEZPfeM 
$r~t-Z>1B&fes #!Jx.k£score=100 N wordlength= 12^i~S 0 

BLASTX&m^^XT^S&m&i&Mtiflr&m&te. W\ #!lx.tfscore=50 

, wordlength=3ti-§ 0 BLAST^Gapped BLAST^n^J^/il 

~C;fc><5 (http : // www.ncbi . nlm. nih. gov/) 0 
[0024] ^^^(D^y^U^KlC^, -7VADNA, cDNASSit^k^-a-J^DNAdS'g'^ttS 
o y;J*DHAte£X$cDNA<Dffimte. ^M#Kb<>Xffim^mz.£.<9ft?Z.bfr"imX 

^tcm^mm<Dmmnm) &*i-5£4&a»feyyADNA«ri*mu v/^yt^zf? 

V— bVXfc^ M%.t£. y^^h\ 7r-S?, =«*5h\ BAC, PACJ&ifdSflJffl 
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mRNASr^cDNASr-g^U wH^r X ZAPft W"^*— {Cjf AbTcDNA^l'^y 

i-3o -oi5^y^w^Ktb-r«. ^^^fC^^Tit>b<te^c>T5: 

±<Dmm&&mu ^b<mo%i^_h<Diiiwn4^b, xw^L<mo%u±(o 

[0027] ±^V^\s*7-V*MWk~rz>tM^ ^M%\z.£<%ahfott&b\sX\^ _kfB 

vtc^yy?^—i/3>&m^tfv*7~^mmfcfo (pcr) $m<Dm^ mx.\i, 

^/Jfy^^l/^-^K^^tb^ site-directed mutagenesis^ (Kramer, W. & Fritz, HJ., 
Methods Enzymol, 1987, 154, 350.) iCX^^^A^-^f^^mf bth& 0 3:7c:. 
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^^b^/i-mf&mm, Mfrvtm^ m^^mm, <* mmm^mm. 0 mm 

W&£tlX\,^i><DXfo& 0 Ala, Val, Leu^IleO^ 

, SerbThr<Dm. Asp<tGlu<D5!3, Asn<bGln<DPefj, ^Stfe^S Lys^ArgO^ 

[0029] «ik ^*5v ^xe^ttsr^ift w:, ^^^K<o«iB©fiy*©«^6>e> % em 

BffOT?y^^Mfcl4«^#-rST5:7^T^5^^W*bV \ flflfctfT. Ala. Val, 
Leu, He, Pro, Met, Phe, Trpte, &fc#m&T$yfflZ.&m£tlZ>itlt>* K\^Utc 
i£W& : f}1rZ,b^Z.btlZ>o ##®te<hL-T«, Gly, Ser, Thr, Cys, Tyr, Asn, 

Ginds^rf ^>tbS 0 @H4T^y®>£LTte, Asp^oit^Giu^, j^Si4T5:/^i:b 

Tte, Lys, Arg, HistfSW btl%> 0 tot, &mm^&^X&.mz.®:1rZ>T^;tfc(D 

ffiigt*#t£f&jlS£ixjfev^ ^<oMm^T5:y^^, ±|EO«t5^Mfctt®{^ 
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pBluescript-<^^— (Stratageneth^)^^^W*bV \, ^^m<0^)^^Y^^M 

a^-iuii, wwfrt, ±mnft, mmm&ft. ^m^x^j^y^v 

pBEST"<**— Wti*tftiM) ^ JzmmXtbtltfpET^?*— (InvitrogenttBi) , & 
^ffflfikXhtliS. pME18S-FL3-<^— (GenBank Accession No. AB009864) » £M 
^Bfr-C*>*T/tfpME18S^<^— (Mol Cell Biol. 8:466-472(1988)) /j^W^LV^ -< 

Jf'—li![xi!fcliZ£y)ff?Z.b&X%Z> (Current protocols in Molecular Biology edit. 
Ausubel et al. (1987) Publish. John Wiley & Sons. Section 11.4-11. 11) 0 

[0031] *mw<D^#—tmA£n%^^mffakLxtt^mmtt<. smzmzxm 

M) . (0U : mm. T*s<jV4?;vX) , (#1 : Kny^-f 9S2, *aKK^ 

7SF9), Kj^^BJ}g(^i):CHO, COS, HeLa, C127 % 3T3, BHK, HEK293, Bowes 

M^/l'X&lim (Current protocols in 
Molecular Biology edit. Ausubel et al. (1987) Publish. John Wiley & Sons. Section 
9.1-9.9). y^^^$^(GIBCO-BRU«) N -e^n^Vi^c ?i/ 3 l/W£¥<D<& 
%HDj?W:XftyZk&-ZSmX'1bZ> 0 
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[0032] m^mmz&\,^x&^tcy$v^?-v$:'bjfafc<Dftm^ mmmmm^ &tt 

[0033] ^0J(D^y^^-K<D[lIiR« x ^^07Ky-<^K^ife(^^tb^^« 

[0034] -Htc&^W&bfe, ^PjOdermokine- a iteT-*3«tt^dermokine- j3 itfc^-^ 
^y^S^hWkm&f^/^niKdap)*^— Ki-^jftfe^-, feit^suprabasin 

[0035] &mwfe, &m<vmteT&m%MTizhzztzw&£irzmfc^m&fcx&<> 

(DRdapiHsTs (2)dermokine-aitfcT\ (3)dermokine-0 43iU?(4 
)suprabasin»^^<D^^T-^^^$^^^y^h0^b^c«±tllt{c:|B 
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3t(D-Cte&V N ^ 40kbp (@^) ©t$(DDNA|fjt-efcS 0 

[0037] &mmte, *mw(D#})x?u*^mx-&, u 3, 5*^»7«>v^i*n 

L<f*^^<^30^w^K<D^s^y^^^-K^ffiv>e>^ o ^ois&^y 
[0038] ±i5JKyj?^^Kfc« % ^mm<D^v^<zf^-^=i— v-rzi&te^-vmm. 

^y^l/^K(T^-fe^DNA/RNA;^PJ^y^^K?r^— Ki-^3t'(2^- 
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'*F'(J»m***:&-fZ>RNA&=i— K-f-<5DNA) . ^it/RNAi^j^^^-t-^^^siRNA) 

[0039] T^^^^v^^^h^m^mB^m^nui-^mtL^xn, sir 
^y^-iffcioT^g&iftKiiim/v— y^ 

^yy— A^iaJ&^^w^yyK^^i^y^-rv^^^j.mRNA^^/N^ 
<^^y>;/K^j&(;ij;5;*y^i/:/y^^^ 

J&{e:J:5«fflfiilJ,mRNA(DiSIR^^ 
,pp.319-347,1993) 0 

[0040] #mmx*m\<^btizT^^i/xmM(tfv^i'*?-F)fes ±.m(D\,^-m<Ditm 
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^m£5l#fc1-fc#>^ '>VK£t>l5^w^ra_h, ^IXttlOO^u^K. 
[0041] ^T^-feV^y^V-^KH, 09*. Ht, *»5l©JiKy^^KSr="— Ki"5#y 

— hfe (Stein, 1988 Physicochemical properties of phosphorothioate 
oligodeoxynucleotides. Nucleic Acids Res 16, 3209-21 (1988)) ftif KX^MMT^ 

t&~*smx&z> 0 

MlRNA(DJ:5(C400^^W^-^-K^±<7)^:#$C)^COt)^^^ /n^-v — ^yKSH*^ 

TfcVM^i¥^^4o^^i/^^Kms^^i4K^-r>'^Wi- ; 5totfc5(/J^M*5J; 

t^df^^-, (1990) ®6«l£B6BN[t,35:2191)„ 
[0043] #t|;tk£. /Nyv-^KiU^f^(D g B§JH?rR?HVtt\ GISUMCISOCISOS' 

O^Sf*C<D^{CA*fcf*U^^^^i^d^$tLTV^(M.Koizumi^>,(1988) 
FEBS Lett. 228 :225) 0 VtflF4J><Dmffl&&M&&toU&&&<nKNAmmb1fcffi1fy 

tefc5J:5»aRtH**U** ^tfjRNA<p<£UC, uu*fcttUA£l^6B^J&®8§H-5f&JK 

Lett. 239:285. 'hMM,&£X$±M%i^-Xl990) gBS£R8fcl*3&,35:219U 
M.Koizumib, (1989) Nucleic Acids Res. 17:7059) o 
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if-YA « , #J x. ii*' V ^/?7d£y V V-f/^fDVry^ V RN AO W & H. HI £ 
;Jv5(J.M.Buzayan Nature 323:349, 1986) c Z.<D])t$-*P4M>. ^i&4#M#l&RNA-t2)Kfr 
^r^^-TJ:5{-^tf-e#Svli:^^$tLTV>S(Y.Kikuchi ^.fctFN.Sasaki (1992) 
Nucleic Acids Res. 19:6751, (1992) ik¥h£.%0 30:112) o 

[0045] :£3£93<£>±fBsiRNA<£>#? £LV ^#£LTte:, dermokine- a &L< 

dermokine- /3 itteT- fc:*r LTRN Ai (RNA interference ; RNA^pg*) %l$k%^irZ> ~& 
^RNA(siRNA)Sr#tf5i^3&S-C^5 0 J^ttBlKlWU : 1, 3, 5, £fcJS7 

RNAj^fb&5— ^^RNA(siRNA)^#}fS^t^-e^^ o 
[0046] RNAia«OP*B{-oV^T^rc^^PJ^§P3>t>*>S^, DICER^V \b;ft5g#35f ( 
RNase l\mm&f&&^TVJ— <£>— ffi) 3 s — ^glRNA^MU — *0RNA^ 
small interfering RNA^fc^siRNA^I^^tb^/J^^^^^^^^tt^Ot^X^tt 
-CW5 0 ^^W^^ftSRNAi^M^r^rf'S— ^^RNA{C{i % ^Oi^t-DICER^o 

>i5^S^ORNA-e*>o-Ct>, jfflHSlCiSV ^TRNAi^fc j£2r#i-5siRNA^#fi?£ 

o 

[0047] ^^^Odermokineit^^-OmRNAO^ft^^^^t^S^^^^j-JS 
-fSA^Zl^RNA^, ^fcDICERT'$H}?£-S\ ^O^M^MflJffl 

i"S^i:*Sprtg-cfc5 0 RNAi^m^-TS— ##IRNA#^- 

(siRNA)ds-^*tb5c:^dSS8#$ix5o -(^j&lcj;*^ RNAi^mSrW-TS- 

#$tb5mRNA±<^^Sr, #^S4RUfc<tt>J;V\ BP*>, RNAi^jjU^-TS;*:^ 
0JOdermokinejt^^(DmRNA±O|Mi^«, jEfflfetC^^tbS^Ktt/jiV \, 

[0048] #*5 % ±SBRNA^{c:*5V ^T— #OiWMC;fc$ij£<D$H\ ^Tt°^« 
5t?r*-r6siRNA(shRNA)t>^0J^-^m5„ fiP*>, ftttlZjS^XrjfcmRNAm 

[0049] *»^©±S5rRNAiS6*tJ:J:f5«lffi!lb#S— *^RNAJ fi, ^H#(d*5V^W: % ^ 
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mmmzhti^ ^mm^-^mR^A^wr^b^x^o ep^. rn^m-^-. u 

\z.tm<DM.mim) tmm\^x^ mxhj* m >-ctt#a izmxnm mmm 

m^^xm^m-r^b^mxh^o *fc> btmorna^j&^ov ^m, — wc<d 
&&%:t£y--*?x%mm-rz>z.b&x%% 0 

[0050] ZbKs ^0JOJtfBRNA^mU#5DNA(-<^^— ^B^O 

^K»_h|Ez:^:0RNA^mU#-5DNA(-<^^— ) fi, ^^^RNAO— j?<Dm 
Sr=i — Ki~<5 DN A^ ^^U 5 ^— ^^RNA(D^^-(D^=i— K-T^DNA^, ^fr^tt 

— -m&WAirzz.bizxox, ^mmnmm^*— ^mt^b-m^mx^ 

o 

[0051] ^mw^tfv^^^— v^m^(Dm^&nu-r^)^^^-v\^ m 

t£b*&mmisX, ex vivo&^in vivom^bl^B^^^ff^b^ 

[0052] &&wn, ^mm^m^^hi^^-r^^mmir^o ^xmrn ia-t. 
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^ y^n-ivi^fciti^ey^p— -Tvpfftfls **7foft. wtticft. tsb 

[0053] ^mm<D^v^zf^h^c^<Dm)ihLr<i-tmu^ tfzn^nh^^-t^m 
^y^^K^^b-c^sw^ftv^^ptt^i-srt^iic^-rSo 

^—^^m^x^omm-r^tx, mm-r^t^mxh^o 
[0055] *mw<D$£m*s *mx<D#})^^^ti&mmir%mm<D^M, mfe. &x 

#3£IKOfchdermokine-a , ~/3 , Kdap, SuprabasinO^g-^^K 
Suprabasin(£^i~£^^&^ff5;i<b;^-T?#.5 0 
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[0056] &&W&biZ£oX&m£tltc%n&fc£V)^ dermokine/^^T^h-v^^ 

[0057] (-*5v ^xmfc^&^&tt^ibttzmydte. mn, MV^om^xm, 

0*b<^^, 9s>k ^=¥^^)tf o#^-efe9, ^f-et^F^ 

[0058] Q£K: % rjHS^&^i^j i:|B^-r§#^fe«9) 

WAZtiXh >z>z.b*¥?m.b-rz> 0 

[0059] &&w<Dmfc z ?-$c&W)%)te, ^m#iz&\,^xfe~mmz'£&<Dmfc*JL , ¥&. : m 
\z.£V)ftW:-tz>-b&xzz> 0 m*.\£. vrF<D&D\^xmte*&^v**WFm-rz> 

Z.btfX%Z> 0 £i\ ^V*faib*&W(Di&fc^ mx.lt. dermokine- a /- 3 ) <D^? 
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mrnxmrn-tztc vxm mm^&tt±vtcmj&w*mmirz>z.b&x%z> 0 *tc 
mx<nz>z.t^x%z> 0 

-rz>z.bfrx%z> 0 ^^^(DEsmmm^tit-mm^^^xh, mmn^mz. 
[oo6i] *jrc, ^m^(DmB^(Dmmi L M<DM^^mmti,tcBsmmw^ simx 

m&zm$iirz>zbxhrEm:'rz>z.btfx%z> 0 ^-^yT^^^-^WA-r^, 

o 

[0062] $-ti*mmn. *mm<Dmte*&m#thW}m*bm&£fttcmmw&mm'rz>o 
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[oo64] ^fc, ^m<D±m^v^^(^^m) ra, ^^s^wAimm'tm^ 

#? *LV ^S#^*5V ^X^mWte. dermokine- a ?>s<?Wkl^< kidermokine- £ ^ 

^^n^^^b^x^^v^y^-4b^mmM^mmi-^o -tie 

dermokine- a ?l"<?W.k\^X\^ m%J&, BS^IJ#-^: 2^tzJitQ\Z.UML^V^<^ 
Y*mfZ>^tfrX%Z> 0 Wt, JilEdermokine- 0 ?>-/<?WbL,Xfe. #0xJ£. fE^J 

[0065] *fc^:^ W f*. SSCfcSV ^idermokine- a / 0 ?^/<?W<D$&^t£&4k ! &>W : $r& 

[0066] ;fc^OSSC^L<tedermokine- a / j3 *>s<*&<Dft&M&4kQo&kLXtt:* &\ 

SSCt>L<tedermokine- a / 0 it^^^Ufflilgigt^Jx.li, T'u^—*— 
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[0067] #3£K^:fc^TSSCt>b<tedemokine-a/ 0 f^s^MO&^B&^Mfe 

fit. S^#^53V^T«JS*P<D^fe. RT-PCRfe, /— iPv^oyHfe, 

[0068] dermokine- a ^/-^ffi^b^idermokine- 0 $^;*>7% C^^W^V 

te N ^tUb2oO^/-^ff (it^T-) &&t>~&X Tdermokine- a / 0 *>v^ff (itfc 

-rh^k«J$IJ^ffi^i-^i:^^#$^o t^o-C^PJfi, dermokine- a 
^ JTbb< ^dermokine- 0 ^^ff^^lX iMIEPE*^® Mb#«0 

[0069] *isw»!:*5tt5ri8mia. i SFfe®j 1*. ^^ic^m^^-iST^^ $>z>^ 
[0070] ±mMtmmm<Df&-£i,\, mmt^xtt, sit<d (a) - (<d ^^^p^^ji^^ti 

(a) dermokine- a / 0 it^^0^^j£#>*fc^O— *PKl*|-f5T>^"fe>'^KIft 

(b) dermokine- a / 0 ^^(D^^^M^J^^^-rSIJ^VA^^i- 

(c) dermokine- a / 0 3t^ J ? : «)|8mS:RNAiS6m^«fc5PJ.^Ff^fflS:*i"5^K 

(d) dermokine- a / 0 (indermokine- a / 0 *>v^SI £i 

[0071] ^Bjoite^j^^^^^^bT^, #i;u^ ±m<DT^?~te^xmm. 

RNA£JBl^cRNA^p#(RNA interferance ; RNAi) {C^oTtj^f 5^ir^-C^5o RNAi£ 

^>^Wit^iB^j^i^-t>b<^mMb^SEmWi-5z:m^RNA§rjNajiart^ 
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te-T-fcfrM&tl&t^Z-btlXb ^ 0 RNAi^JB V ^RNAte, dermokine- a / 0 

[0072] £fc, dermokine- a / 0 9^s*9%<omffi^to%b\JX^ ^0J<D_hfB^i^. 
^llxJi , dermokine- a / j3 ^>v^g^ij*^i-;5}nft: (dermokine- a / j3 
fC^S^-T^ft ; feidermokine- a / 0 ^V^fCtntftO Sr^tfSi fcaS-?#5 0 ^ 
talfrttx dermokine- a / j3 3w£ldJ;«J, dermokine- a / j3 ^ 

5 0 3£mW(D±mffifcn, m^M^tl^^K dermokine- a / 0 J^O*^-^ 
SCMJjg'S^-f % #^^J (^dermokine- a / j3 *^*7S££Ji$'S"t"5 (dermokine- a 

[0073] ^dermokine- a / )3 ^^M^^i-S^frte. fllfctf . ^^VIM'r- 

[0075] ^mm^y^y^b^mmm^tc^^y^b^mum &mmwiz 
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K&^i-6r^-e#5o momki^xn. mmm. mm. *-7±>vm. mm. 
%m. hz>\s^mmm^<Dmmkirz>zbtfx^z> 0 ^momt^xit. mtm. & 
mm. n-mmm. h%\<^m%m<Dftmzm&.irz>-k&xzz> 0 mtmwz. &r 

mm^uxo ±m<Dmmtirz>mm8iffite4;%ix&z> 0 
[oo76] m x. m. p (Dmm n . w nrnm \z.m&m . mmm . &&m .&£x? 
mnmmzimx.xm&u f±mmmi-^tKxm^ir^t^x^ 0 mmmz 

[oo77] *mA<Dmm&*gt?$femi'z. mm^mmt-r^tM^ 'a%kd^— 

"r^^m-r^t^X^^ =j— T^ymfcte. ^/w-fe/vn— x^i&JttZ'^ 
=f-Uly^^—;V^m\^^.t^X^ 0 

[0078] &tzmtmte. ±f&ftxfr%*&w<Dmmzmmteftmmtkhiz. : mM. #wcm 
mkm&mmw^-rtKDmmki-zz.khxtz* Jk&mmk-rzia-z. m^tk. ± 

mmkm*i)wz.z>z.ktfx%z> 0 mt^^^-v^mg&vjj^&xo 
ftmffi4km&mairzz.k&x%z> 0 
[0079] *»w©m»jw:, m^. m®:. fcsv ^^m^^m^k-r^zkizxwmm 

m<DM®ki-zz.kx?\-mmkirz>z.kfrx%z> 0 m^ftm 
mK&mzj&zxmftm&ijnKXfflMttzktfxzz. mmm*. tk, ^/vta* 
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[0080] #$&9§<£>jg#Jte, ^^:^$tbTV^51^^-*<^^HP fc 3^c:^v^-r > fch£^tfHjtfL»«b 

[0081] *fc, ^Bjom^j (^7^y^^b^^j-«jaij^fU) ±^<^^na^^t> 

o 

[0082] tfefcmmi&s ^^y^4b^mmm(^<tmmi¥m^m'r^t^m(D^v 

-&mm<DX?V~-~>sfjjm<D&-£ls\, mm^m vtl*, dermokine- a / 0 9^< 
?M&ft^Aiitzte?£&&1feMb'rz ) jy&;X'&Z> 0 SP*>, dermokine- a / 0 9l"*9 

[0083] W©±fB^fefc*5V % dermokine- a teXTf/ttZte j3 *>v«*Jf ( 

r dermokine- a / /3 *>v?^SJ£:383gi-5»IJ|&J ^LT^ ftHt£<Ddermokine- a / 
0 *>v^Sf &3&mbTl ^mm. £fcte^14<£>dermokine- a / $ 
£tl. m&fc*&mm^X\,^Z>mfa&mmirZ>Zb&X%Z> 0 fl^ttOdermokine- a 
/ <3 &fc^&3&mJdmf&^ iiffT, dermokine- a / 0 it^^lf A£*bfc$&^ 
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*<99— &fe^mfa^mj<TZ>Zb\z.£*)ftMirZ>Zb&X%Z 0 mSBL^t'—te. 
-f&ftftmte*lL^&ffi\z£^XftmttZb&X%Z> 0 

[0084] *&m<o**\)-~^yj5m\z.fcttmki\&mhvx^ mm\m&&\ m*. 
« , ■xmt&m. mmfc&tfo, wm\&m. ^w^^-^ 

[0085] dermokine- a / 0 MfcT-£^i-£M^M^bl^3£> rg&fe j te, ii^T, 

dermokine- a / j3 5t^^^5j»BJte©^tt»c|^>fb^%«S*p-t-5^^^ 

bftx%z> 0 

[0086] >Tf*. #CV >T\ dermokine- a / 0 *V^®£:38^-r5jNBflSfc:i3tt 

Sdermokine- a / 0 ©3^«fcf*J^£aiJ£1-5o 3£3i*<£>$J/£te> 

^^nyh^^^iJjgll^Jgi-Si^^Bj-lg-e^ 0»J^^ % dermokine- a / 0 

[0087] jfiK &&miZ.j$\^xrZ&&}btZ, ?>/<?m&=*— Ki~Sit^d^<D^ (mRNA 

*fc, dermokine- a / 0 *^/<?M<nf£&&1femfcVX±m*?lJ—~^?'jjfe& 
m-mir^m^a^ dermokine- a / 0 ^y/^f©±^iig (?£t£) N MZ-tt. 
dermokine- a / 0 tWtt<Dtr?7 S^h<Dftikm^fe&*^nk1rZ>ZLb&X 
t5o dermokine- a / 0 *>V"?^®tf>J£t£0>jB!|j£tt, ^H#^*3V>Tfi, <k£n£)^ 

mz.xoxm'Bini&irzz.b&xzzo 

&mm<Djymzm^X, ±m^mbVX^ 0*L<Wu ±3tordermokine-a 
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[0088] 2fcfrifcK:*5V ^{2, vt\ t^b^&g^Sitrfcl ^m^bit^X, 

dermokine- a / 0 ^^^©O^m**/c«:^?r_t#^-5'fk^«r^i-'5o 

*&m<DX?V—~>yXm<Dtfr&^mmz.&\<^X^ dermokine- a / 0 
?n<V^m.M$ifcn?£&&mMb-rZ>jjW;X»&Z> 0 Wh. dermokine- a / 0 

[0090] ^0j<D_htB^^^joVNT«, ±m<DMkmmffl(Dx?y—~^yj3mzW'ox 

dermokine- a £; £TJV;£7c:te j3 *>v^|C ^mi"^^^^^^^ 

zmm^Zo nk^x, mkit^m^mm^t^^m^-b^mx^x, dermokine- a / 

[0091] _hfB^y-=^^-fe^J:oT^#$tt^b^^, fclfctf . J^VcDft 

4kfLmiz&m^zm&<DmmMbtezzbfim#?tstv%o 

^mM<D±m^])— ~>-^fe<D0£Ll _h!E?> Tdermokine- a 

/ j3 ^^w^y^y^b^m^^bizx^m^^-/^4h^mm±^m 

[0092] gp-^^pjti, ie*Tc>xa(a)-(c)£-^ti\ ^^yf--rh^kfl^J^^- 

(a) dermokine- a f^s^Wk b< dermokine- 0 ^>'^-?^W^^.i"'5^7^y^ 

hb, wimk&M&mm^zjim 

(b) MfBdermokine- a *>v^Sr&L<tedermokine- 0 ^y/^fO, ^^VlMh 
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jR-rsxg 

[0093] *fc#38w r*, wr©ii(a) - (c) «r^tf , try^y-y-'fbMmmmoxfy— 

(a) dermokine- a ^>v^K>klXtedermokine- j3 ^^Sf ^^-^^^VIM' 
hi:. l£^fbl^£^<fe$it:6X© 

(b) itufedermokine- a ^>v^^t>L<tedermokine- 0 ?>s<?W<£>, tr^S^b 

#i-rsx@ 

[0094] *»M©Sy«OtB#i:b-cr4, I^T©Ig (a) — (c) Sr^tf , S^bft 

(a) dermokine- a ^>/-^WtX<tedermokine- /3 ^/^f N Sfctt-Ctbg&J&g't' 

(b) ^^y^h^max^^aj^— <D5Mb£$J/t1-£X@ 

[0095] £b\Z&&m<om<Dffl&iz:$$\,^X]'£^ af©ie(a)-(c)^tf, 

(a) dermokine- a ^>v-?^^lXtedermokine- 13 #>'<?W. itfM^foh&Z&l&T 

[0096] XISXS (a) tijottSdermokine- a /- 0 *l~^K&38^"5>Nllfl&fia\ <^^V 

Tfc&V\, 0 *U< tt^^VlM'h-efcSo dermokine- a /- j3 ?^/<?W : &$&%L1rZ> 
, iiS, dermokine- a / 0 *>v?^®£=i— SDNASr*^ ^ThE^ST* 
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ten-tZ^??— (dermokine- a / 0 3§§l-<^— ) ^^Vl^r-^Al-S- 
[0097] ±ieX@ (b) (il&ttS Tdermokine- a / 0 *>/^SC£:4 r 73VlM > M;i3il9i 

[0098] £fc:<M£K<D dermokine- a / 0 ^V^ffi^ a®-h^^*5V^-C^^bTV ^5CLi: 
BBjOdermokine- a / 0 ^Vx^^Mc>^m , bb<f^'t4<D^-4ffi^^^-r^^^{-J; 

•9, ^^m^o^t, mm ±.BLfrhm^tzmmm^fr%fi^fr<Dmi&*?f 

0Z.btf-nSmX~&Z> o ^mWfe, dermokine- a / $ 9^s^%<Dmm^<\£fc'&<0 

irmzmmb-rz, tmmmzo^x, mm ±BL^hm^tc.mm^x^^^ 

[0099] ^0J(D_hfB^^ife<D0*LV^^{-*3VNT{i, WIi(a)fcit;(b)^ 
(a) MJfc&fflJIftKloV dermokine- a ?1'/<?'M$>L< fcfcdermokine- 0 ^^®<D 

[oioo] _hisx@ (a) ^tts rgij^ j ^ ±^o^-fe^j;oT. Miiiii-rs-^-e^s 

mmx^^^b^^nmi^x^^mmxm, -f&mat, mft&to&omm 
xfoz> 0 mm±^hm^tcmmmxi^^^b^^\m\.x^^mmm 

[0101] #3§PJ<D±iEXm(bHc:fcVM:ta, dermokine- a / 0 <^^kL<te?£t£/^\ 

mbit^x^ti^x^^mm-i, mm ±&.^hm^.vtzwmm. mx.&m^±.&. 
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ffiMmx&z>h<Dkmfe1rz>z.ktfx^z> 0 
[0102] *&mz*s^x±&rmkikt&. r_h#j &&Tfim'Pi&m&~tZ>t>K 

U<ttr^jSrfg-t- 0 tot, ^^<O0*bV>^{C*5V>T«> dermokine- a / 

btmx.htiZo mtux. &mm. ^mm, ^mm, mm, mmmmtt. mmm^ 
&4tmzM j *i>x\f*zz.bi>*f'm£ti. z-tih<vffi<D-^—jj—t\^x^mxhZ) 

[0104] *fc, jitm&ifm&m v ^r, ttttov vr , m^±&mhv< itmmmmm 

V 

[0105] «^OfM<H£l& tW^UT -hsS^S (^Bf) jym&ft?Zk& 

[0106] */c N *mm<D*^s<?m*. m* <Dj&m&mz.mtt&^kfr3%x.hfhz> 0 m*. 



WO 2005/083075 46 PCT/JP2005/003458 

mMmftlZ.mmirZmmz.h. &&W<Df^/<?W(fflz.te. dermokine- a / 0 ) 

[0107] #3§ejte, WT©xm(a)*5«tU!(b)«r^tf, *lft#K:ovvt\ ^j@^mo^»f 

(a)^#^)^|^^$^7 % c:^K3|Sf{-oV>-r, dermokine- a *>v?^fCt>L<{3: 
dermokine- /3 ^^^^KO^^ft^Ttfi^^aiJ^i-^Xg 

[0108] ±Miom^^x\-i, i:n(b)ic&tf&^mi>v<temmfc±^x\,^m&\z. 

s dermokine- a / j3 OlSfl&lX jtjt(C#5>S[Jt^JS^«0bXV ^fc<£>£ 

*IJ^$tV^o — ^**>L<Kmt£a s i£TLTV^:^^ dermokine- a / 0 <D 

[0109] Xfe r^Jt^liJ tti. ilS. dermokine- a / j3 *>v-?^H©3&^tiL,<fi£fiH&£> T 

tf, dermokine- a / j3 ) ^#"f-S^-C*>*T/Hf«F{C©JRB$*PfcV \ 0»J;ifcf % 4^ * 

[0111] fc:j3 % ^^^{-^V ^dermokine- a / /j3^>/^®<0%^b<^?5tt<Da i l^«> 
dermokine- a / j3 *>^W£^J&®ili£LT^tf^^ft<DSSC{£oV^ ^(D^ 

[0112] •£tc#?gmn. dermokine- a ^^^^WtL<{idermokine-/3^^^^W, 
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(a) dermokine- a itfc^blXtedermokine- 0 MBi^^^^M^iKMir^T^^ 

(b) dermokine- a L<tedermokine- £ MB^m^M^O^M^^m^l 

(c) dermokine- a itfc^t>L< {^dermokine- j3 Mfe^(Dm%L%:, RNAi^>J^:(C i^PS. 

(d) dermokine- a ^^fl?&L< ^dermokine- j3 #>s<?Wk%g&1rZ>tfift. 
[0114] *fc^^^ tt, dermokine- a ^>v^fft)b< {^dermokine- 0 ^>^ft\ *>5V MS 

[0115] £/c«IBJ te, i^T<^ (a) - (d) frbt£%m£<9m$l£ftZ>4k&V!>, fe£V MSiifE* 

(a) dermokine- a jtfc-T-^tXtedermokine- j3 fete^£>*E li §^*&te*ti~ ; 5T:^-fe 

(b) dermokine- a itfc^blX ttdermokine- j3 \Z.M%k 

(c) dermokine- a itfe^klXtedermokine- 0 Mfc z f-<D$&%&^ RNAi^j^^i^PS. 

(d) dermokine- a ^-/^^IXtedermokine- 0 Z^'/^'Kkfe&'tVsKfo 
[0116] Jfcfc, ^IS^t^ltS^^/^^bSI^T^SH-t-S^S^bTtt, 00*. 



WO 2005/083075 



48 



PCT/JP2005/003458 



coin] &&w<Dmmhv<te^V5xmz.iotfz>mftt^ mn. ±mm&<D&%-zmu 
cons] &^ (D^n-mma^ mz.&. mptou, #Mi*!&tt> BiT&Mtet*^ 

[oii9] mte^-mmm-<??— tvx\^ mz.&* ubvv^w*?*—. ttV^mvv^ 

/VX^?#~tj:b$:W7F-i-Z>ZLb&X%Zo 9— ^flJfflbT, ex vivoj&^in vivo 

tete*wmwizm^x3\m$ntci£x<Dftftmffixm^ mmtvx^mmm^ 
[0121] immmm&£Tf$cm 

!E^'t:hK^^y^h(NHEK)^ % #y&7C (KURABC\ Osaka, Japan) t£j;£#Jft 
ig^f-^M^LTliALTio NHEK»£&lh??lfi£ifcHumedia KG2( 
KURABO) 'f'e^^LTho 293/EBNA-ljWJ|&teInvitrogenf±(San Diego, CA)frbffi. 
AL, 10%^i/^lfeM^P^fcy/V^=i^j&-r—^/^Jti (Sigma) >£-C«#Lfc: 
o fclHisinffcCPenta • His Antibody.BSA free) QIAGEN (Valencia, CA^t^ALfc 

o 

[0122] L^^mcDNAy^yyV— <Dmm&£Tfmm^ ^W^DIG^f^RNA^n— 
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cDNA^-lV^y— te, £XwilZ.tZT&£tlttfe(Kom\ya T, Tanigawa Y, Hirohashi S: 
Anal. Biochem. 254:23-30, 1997) \Z.$£oXffl$&&&X$%iH$4kUt 0 ftoWZi&^Zb 
x (8j«jlitBalb/c^;*)<D£:RNAa^ NotIfjHj&BMr£fflV\ *V 

=f_(dT)^-r^— SrfflV^-v>^0cDNA^1#|gLfe o cDNA£PCR{£j;«9igi|!SLfc 
^(-s ^BU^ffi^$H/c^i!fe(^oT(Ko: Nucleic Acids Res. 18:5705-5711, 1990 
;Takahashi N, Ko MSH: Genomics 23:202-210, 1994) , ^^fciM^/l^tiltTofc 

^J-Cfc^)NM016958, NM027011, NM008401 ^cfctFNMOOSSOSiDIH^Lfc: 
^^7^U(5'- GGACGCCCACCTTTCATCTTC-3 ' (gB?!l#-*§- : 9) :JlR^[pJ 
, 5 ' - ATCTGGCGGTTGGTGGAGG-3 ' (IB^IJ#^-: 10) :i^^Inl), 
"^^^^7^* ^5(5 ' -CAGTTCTACATTTGTGTTGCACGTC-3 ' (IB?IJ#-*§-: 11) :JW 
^■|r], 5 ' -TTGGACAGACTCTGGAGGAAGTCAG-3 ' (IB^J#-Ph 12) :i^^|pj), 
•^^^i/y >- a -M(5 ' -TTGAAAGGACCCCAGTGCTGAACTGC-3 ' (fB#|# 
13) :HI^(r], 5 ' -ATGGAGCTGCCCACAATGAGTGGTACAG-3 ' (SB?U#-5§-: 
14) :mJ7\ft)s **J:TJ* 

-v^^y^!;^(5'-CCTACCTGGCCGTGCAAG-3 , (gB?U##: 15) 5' 
-CATGAGAAAGTTAAGCCCATCG-3 ' (gB^J#-§- : 1 6) :i£^|pj) 0 |^Cfi© % 
ftU^-Y^y — (El*5,fcOT2) *5j;t£**— ^V^^^y— (E0) £PCRfi?#rf£ 
flJJBUt, ^7*— ^}il^|fP^ip^oV>-C^^bb^c(ny^y^; ACt metod, User 
Bulletin 2, Applied Biosystems) c 
[0124] E2y^Zfy^)— &NotI*5J:tfSair'etB'fbU #b*Lfc&WJi-£pBlueScript KS(-)( 

Stratagene. La Jolla, CA) ~>^L-fc 0 ^n^- ^f^^ig^U cDNA 

Native Pfu DNATKy^^— If (Stratagene) ^<>7^— zf?^— (DM 

RNAtf? y^7— if l/n^e— IB?lJ^ii^n$tL^ 0 T^-fe^T'n— ^ (Stratagene) 
^f^SH^ctf)^ T7 RNA*Ky^7— t?£JBl^cRNAijte^£rNunc MicroWell™ ?V 
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— MNunc, Roskilde, Denmark) ^CjoV^T^TofCo -feV^n— ^{iT3 RNA#yp<7~- 
if (Stratagene) Srffl V ^<^J;oTf£®Uc 0 
[0125] [^^VW— >>VMn situ^^y^if— i/3^(HT-ISH)] 

96*:c/KD:/V— h^^it^HT-ISH^^ffl{^|a^$tLfcii«9^tTo/c(KomiyaT, 
Tanigawa Y, Hirohashi S: Anal. Biochem. 254:23-30, 1997) 0 fflftRteil^S^ i&fc 

^W^^tR(PBS) ^\%x/^/\s\?uJj;V7$*— MDEPC) ^io^ta-ciuf 

[0126] [/— if^ayh] 

31* ©^ftvi>7ijSitft^©^RNA^, ChomczynskijoitFSacchi^J^fE^tb 
fc^fef^oT|^^Lrt(Chemczynski P, Sacchi N: Anal. Biochem. 162:23-30, 
1997.) 0 :£RNA(20m g)£rfil;^C£kIK)U Hybond-N+M (Amersham Pharmacia Biotech 
, Little Chalfont, U.K.) lZ&ff£-&fc 0 

dermokine- a /- j3 (®2B6DSK063F08\ dermokine- /3 (IH2BO 0 -probe), Kdap 
(XM 149907)*$ J; tFsuprabasin (318-765bp of BC051531)OcDNA^f>i-{*DIG RNA^I 
ffs^KRoche Applied Science)£rffll ^T, mGWkW&^&XJt^ DIG^gsRNA^a— ~f 
^(D/N-T^yy^if— > 3 ^fi N §!^# (Roche Applied Science) {ZX^tEM^tltcZfti 
h=i— /K^o-rfrofco <£l£|^<Z>K3i!£(£:fett5dermokine- a / $ COm^LZ. 
Mouse Embryo Full Stage Blot (Seegene, Seoul, Korea) ^fflV^TfNffiUfco 

[0127] tSEAPm&?>'<?W<ntclsb<DcDNA?vi~ ^^f^Ximm 

M — IftcDNAf'i, Superscript Hig^^g^ (Invitrogen) SrfflV vTfc}\g:j^RNA( 
Stratagene) frbMMl,ti 0 t hdermokine- a &£Xf- j3 OORF^— Ki-^DNA^fJt 
(i % 5'SalI-dermokine- a Zf?^— (@a^J#-^: 17 '/ 

GTCGACGCCACCATGAACATGAAGCCGGCCACTGC) /3'NotI-dermokine- a 

(IE^J#^: 18/GCGGCCGCCCAAAACTTCACCCACTGCAGCAGG) 
jo J;U?5'SalI-dermokine- 3 Zfyyf^r— (SB?lJ#-*§-: 19/ 

GTCGACGCCACCATGAAGTTCCAGGGGCCCCTGG)/3'NotI-dermokine- j3 7" 
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(IE?IJ#-S§- : 20/GCGGCCGCCCAAAACTTCACCCACTGCAGCAGG) £ 
^tl^thm^^PCRizXoXm^tCo fchKdap&it^suprabasinCO.T-kbKWt ;Park 
GT, Lim SE, Jang S, Morasso MI: Suprabasin, a novel epidermal differentiation 
marker and potential cornified envelope precursor. J. Biol. Chem. 
277:45195-45202, 2002.) <£>cDNAkt, 5'SalI-Kdap^ P 7-t'-^— (@B^lJ#-^-: 21/ 
GTCGACGCCACCATGAAGATCCCGGTCCTTCCTGCC)/3'NotI-Kdap7 B 7'-i-^ 
— (ia?U#-3§-: 22/GCGGCCGCCTGGGCATCAGGAGTTGCGCTC) &£Tf 
S'Sall-suprabasin^^^— (IE?U#-5§-: 23/ 

AATTGTCGACGCCACCATGCATCTTGCACGTCTGGTCGG)/ 
S'Notl-suprabasin^^^— (gB^J#-^- : 24/ 

ATATGCGGCCGCGCAGCTGGTTGGCCTCCTTGCTGG) ttfo^tlM V ^Z>Z-blZ- 
XoXi^HSUto ^.tlbCD-??^— {^^T^GenBankT^-fey^a^-^-fC^^V ^"C 
S&frLTt : AK003695 (dermokine- a ) » BC03531 1 (dermokine- 0 ) , BX1 12106 (Kdap 
) 33 it5BC063640 (suprabasin) 0 
[0128] mibOcDNASr, (His) COOH^JS^^-C-ttt g #0 V^y^^K^V 

6 

V ^«7/^!)^7r^-f (SEAP) £r=i— KLTV ^cDNAOS'jfcfc&HSteS 
-frfCo pcDNA3.1-SEAP(His) £lft£bfcSEAP(His) 3i§§i-<^— £ 

6 6 

pDREF-SEAP (His) frtMgkVfc. (Ikeda W, Kakunaga S, Itoh S, Shingai T, Takeuni 

6 

K, Satoh K, Inoue Y, Hamaguchi A, Morimoto K, Takeuchi M, Imai T, Takai Y: J. 
Biol. Chem. 278:28167-28172, 2003) „ Sail joit^Notl^i^^^^t-, dermokine- 
a x dermokine- 0 , Kdap, *5j:U ? suprabasinOcDNA?rpcDNA3.1-SEAP(His) *P<D 

6 

Sall-NotlgP'filC^ci— ; etl, ; ?ttpcDNA3.1-dermokine-a-SEAP(His) » 

6 

pcDNA3.1-dermokine-^ -SEAP (His) , pcDNA3.1-Kdap-SEAP(His) 3o£Tf 

6 6 

pcDNA3. l-suprabasin-SEAP(His) £#fc 0 ZLtlb$&fr<9 # ~- ^TransIT LT1 ( 

6 

Mirus, Madison, WD&fflV^r^lCj:^ 293/EBNA-l^BJ^{C^AL/Co TALON 
Superflow Metal Affinity Resin(BD Biosciences Clontech, Palo Alto, CA)£M£ffibfc 

(CfEitLycii^^fi^lLfcdmai T, Baba M, Nishimura M, Kakizai M, Takagi S, 
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Yoshie O: J. Biol. Chem. 272:15036-15042, 1997) 0 ffi§^L7 t cSEAPgfc^>v^ 

[0129] VlJvfhtfWVlfhti^Mb] 

^^^bTV^^V^E^th^^^^■yi^-l'h?^HumediaKG2^^(Ca 2+ ^iS 

o.ismM. ^Tmw^mm{BY>E)^wm^ (2.5 X 10 3 ^/cm 2 )£>3&g-Cifti\ 2 

0 FTO*Wt 0 mb^XmMttfo^*lB?E$:^tLt£\\ IE3tC a 2+ igi& (Ca 2+ 
0.15mM)fc3lM«Ca 2+ i#*fe(Ca 2+ 1.5mM)T^[I|/^#fc#L7t 0 ^7^VlMh£#; 
i^jE^'Ca 2+ ±^ifitfi-e2, 4*3^^6 B Kk fc5V^«Ca 2+ *&*fe'F-e2 B P^J#^Lfc 0 
qRT-PCR^fflV^fc&><D^RNA£, RNeasy Mini Kit(QIAGEN)£fflV>Ti*l£>tf>£ffl 
Jja^^PSSlUfCo *7t. h^:/;*:?^^:/^;*,^^ TransIT LT1 
keratinocyte(Mirus)£rfflV ^"C— B g<D0.15mM Ca 2+ ^ig^Lfc^^/lMM£h^ 

[0130] [^ft^yr^^ART-PCR^-W] 

Bd\b/c^^)^h, RNeasy Fibrous Tissue Mini^jyMQIAGEN)£/BVNT^RNA£r 
RNA PCR^5/h(AMV)Ver.2.1 (TAKARA, Shiga, Japan) &:7^A&9: 
£^£ffllvC, ^cDNAx^T 0 ^— h^RNA^^^brto 5& 
iftyT/W^PCRte, QuantiTect SYBR Green PCR^rs/h (QIAGEN) jo it^ABI 
PRISM 7700 Sequence Detection System (Applied Biosystems, Foster city, CA)"t\ 
SYBRGreen \^M(D^%(DmM^WiM^^t\Z.X.<>X^m\^X^tz.o ~?"7^ 

tb7c 0 ^ttrtlfl^ip(^y-fe/vr^7 f fcK-3-yvK7 f l:Ko^— if mRNA; 

ACt method. User Bulletin 2. Applied Biosystems) MoV ^TH^bl^Co 

[0131] -^^dermokine- a (AK003695) „ IIIM^IpJT 0 ^^— (5' 

-GACTGTACGAGAGCACAACCATG-3 ' /IB^J#-?|- : 25) jo it/i^ ^rinj^ 0 ^ -r— 
(5' -CTGAACCCCAGCTGTGGC-3' /@H?U#-5§- : 26) ; 
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-7?*dennokine- 0 (AK081753) „ )W3H~fy^— (5' 

-CATGCCCCATCTCCCAGC-3'/@B^J##:27)ioJ;t) ? j^^'|Rl7 0 7-f'-^--(5' 
-CCCTCAATCTGTTTCCAGTTGAAG-3 ' /WM&^r : 28) ; 
-^;*Kdap(XM 149907), M^^^y^— (5' 

-ACTGGCACGTCATCACTGATATGTTC-3 ' / / IB^J#-^ : 29):fc £TJ?jgi;fr ftT^ 
-^—(5 ' -GGAATCAGGAGCGGCACTTC-3 ' /gB?!l#-*§- : 30) ; 
-^^suprabasin(AYl 15494), )Wo\^\y°y^—{^ 

-GTCAACAAGCCATTTATCAACTTCC-3'/iS^J#-^-:31)^J;U ; j^^[Rl7 P ^-^ 
—(5 ' -GTGTGACAACCGGAGCATTC-3 ' /WM^^ : 32); 
-^!>;*GAPDH(NM008084), MJjfaT'y^— (5 ' 

-AAGGTGGTGAAGCAGGCATCTGAG-3 ' /gE?lJ#-^ : 33)iSXXf^^^]y°y^ 
—(5 ' -GGAAGAGTGGGAGTTGCTGTTGAAGTC-3 ' /8E?lJ#^§- : 34) ; 
fchdermokine- a (AL832080) Jli^ftT^^— (5' 

-ATGAACATGAAGCCGGCCAC-3 ' 35)^^X1^^^^^— (5' 

-CGTTTCTGCAGTGATGACGCG-3 ' /gE?U## : 36) ; 
fcMermokine- 0 (BC035311) . WB^IrJ^^— (5' 

-AAAGGCCATTGGCAAAGAGGCC-3' /SB^J#-^: 37)joit^i^^fR]^^l'^— 
(5 ' -ACCCTGTTGCCCAAAGCATCTG-3 ' /ga?U#-5§- : 38) ; 
fcbKdap(BXl 12106), (5' 

-AACTGGCACGCCCTCTTTGAGTCTATC-3 ' /ga?lj#-5|- : 39)4o it^i^^fp]^ 
-Y-v— (5 ' -ATGGTCACTGGGCATCAGGAGTTG-3 ' /gB?U#-*§- : 40) ; 
fc hsuprabasin(BC063640) , Jll^ |r] Zfy^ —(5 ' 

-AACCAGCTGCTGAATGGCAACCA-3' /IB?lJ#-^ : 41)*5j:TJ ? i^^[^^-l'-^— 
(5 ' -ATGAAAGGCGTGTTGACCGAGG-3 ' / / gB^U#^- : 42) ; 
fch-^^10 004029), JlI^lpJT 0 ^-^— (5' 

-CTTGGCAG AAACAGAAGGTCGCTAC-3 VIS^J#-^ : 43):fc5iTJ ? i£;fr|R] ZfyJ 
■v— (5 ' -CGGTTTCAGCTCGAATCTCTTGC-3 ' /gfl^J#-5§- : 44) ; 
t b^tf/VfVXM 1 3903) Jill*- |o] - v— (5 ' 
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-CCACCCAAACATAAATAACCACCCG-3 ' /IB?U#-$§- : 45)^X^M^^ : 7^ 
■v— (5 ' -TAGCGGACCCGAAATAAGTGGAGC-3 ' /E#l#-J§- : 46) ; 
fchTGase 1 (NM000359K W&5\P\~77'{ "*? — (5 ' -ATGTCTCAGGCCACGTCAAG-3 
' /6B#I## : 47)d6«ttf ? i^^"[o]^7^— (5 ' -CTGCTCCCAGTAACGTGAGG-3 ' 
/6E#l#-£-:48); 

fch j8 -actin (NM001101), Jli^lnJ^ 0 ^^— (5' 

-ATCAAGATCATTGCTCCTCCTGAG-3Via^J#-^:49)*5j;t) ? i^^-fp]7 P ^^ 
—(5 ' -TGCTTGCTGATCCACATCTGC-3 ' /WM&% : 50) ; 
*5 «fc tft: hG APDH(NM002046) „ flV? ft ^^"V— (5 ' 

-ACTTCAACAGCGACACCCACTC-3'/IB^J#-^-:51)jo<J:tJ ? j^^'[R]7 P ^-^-- 
(5 ' -CCTGTTGCTGTAGCCAAATTCG-3 ' /E#|## : 52) c 
[0132] [^;**&{£:&V^3§mLfc»fc^<D^*/V— :7VMn situ^M'^yy^l'^— i/a 

>^y— 

U— #53K^^fc&toto&^te»i~3;fci?>te, ^^<O^^14(NM016958), ^7 
^>-5(NM027011), ^:/^/y>-a-M(NM()084()l), ^T^ny^y^- (NM008508) 

t&ibtlZMftffiX-ftotio cDNAmmm<DM&MmklTZ>T£)t> > ciy^y^cDNAO 
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l/(DWM\£. (redundancy) &oip.<ffi t 'P\J^Z.h$:^-t 0 

[0133] -*?&x<D8,m$tBcfts m*<D&m<D£?ti:tiimm<DmBz£*)hm<s znwmzKv 

^m^UX\^ a $£^X#mW%-bfe. ^4X/U—^yhin situxN^W^-tf—v'a 

(83iffiBalb/c^X)isg ft&i&m bfc 0 m^9^^Vzfy^^y^U— h<D&?~ 
A-(100:tV— h;ff-9600^0Jt)_b^gB®L^, i^tecDNA^fV^y— fabWMls 
TtDIG-^f&L-fccRNA^n— /N^y^XL/Co ^K - 9600-fll (7) 

[0134] ^O^OgB^lJ^r^tCtoT, — 600(DM1ib^cDNA^n— VdSKSd^tb, M^L-fo! 
fcW^ofc 0 ^^0J#^>{^tV^><Djt^^*fi-^in situ/N-fVy^if— : 

m&item (-*5V ^3£3iL-7c:l 16U<Dm g <D^n— >-£ft#t-|ft ^iliRL-fCo riXfbO^ 

y>-A. Kdap, ^o^^v-^a , ^Tif/^££-gMVfclf^— , ^yv j3 -2^^E- 

w^>K— y^^r-7"-ifc % ^^e— ^ay^y-/^#2, *D<tt^ciy^y^{c^"t-S 

HT-ISHv^-^vWi, 0!)i:LTlEllB{v:^b/c o ^ffjO#^^(DC< N v-^n7^^A, 

^JllcP&MbfcCAL-Daraji WI, Grant KR, Ryan K, Sacton A, Reynolds NJ: 
Localization of calcinurin/ NFAT in human skin and psoriasis and inhibition of 
calcinurin/ NFAT activation in human keratinocytes by cyclosporin A. J. Invest. 
Dermatol. 118: 779-788, 2002.; Oomizu S, Sahuc F, Asahina K, Inamatsu M, 
Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a novel gene associated with 
the stratification of the epithelium. Gene. 256:19-27, 2000. ; Mehrel T, Hohl D, 
Rothnagel JA, Longley MA, Bundman D, Cheng C, Lichti U, Bisher ME, Steven 
AC, Steinert PM et al.: Identification of a major keratinocyte cell envelope protein, 
loricrin. Cell 61:1103-1112, 1990.) o rtLbO^^ttHT-ISH^y— ~>-y*tf±.^< 
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[oi35] imnm^m^xmm£fttcmMMfc*<Dmm 

Vy^—tsa^i/y^/Wmm&\Z.&M£tltdftMcDNAmK (SK063F08) 

"TiE^EST^— *&W>m^ SK063F08<^^:IB^iJ^r^i-5EST^n— >- ( 
AK003695)£rlU5tLfc(El2B) o ^!>;*&Jt^:&ft3AK003695<D3§9lte: N RT-PCRd 
«t«9?iS^LfCo ^<£>AK003695 EST« N 22bp<D^l^5'-#f8IR^$(UTR) % T5:/®»104 
{®OT5/^ (IB?U#-*§- : 53) £=t— KLTV ^315bp(D^-— zf>]) — f^V^U— A 
(ORF), T^^/Hfcv'^/kSr^tP324bp<7>3'-UTRd^fflf^$tbTV ^c c 

[0136] 7*— f"<— ^-CSiJOJ;l9*V>EST(AK081753) Sr^SjLLfCo ^*U*3'3*cffi( 

98-657bp)"CAK003695i:LTPCiB^J^>^Tbrv^c o £*U4, ^tlfe^EST^^ 
7-rS/^^^yT^h-efe§rt^LTV^(|l|2B) 0 ^;*,&J*{£;*ott5AK081753<D 
IBI&fc. RT-PCR^J^flfef&^tbfco AK081753lC*J-J^i-5V^<od^^n— 
tlfccDNA<DX?Ujr^\?mF\<Dc\ose examination^ «£ 9. AK081753<D743bpO§&# 
(il'fiacD^^W^-^K^:^:^ 1132bptll33bp<DF^^27bp(Dif A, ,5.^11 97- 1244bp(D 
m<D48hp<D%i£:&mfe&tltLo MiELfcAK081753 ESTgfl^lJfcJ:, 170bp<£>MV^ 
5-UTR, 517T$S&t<D#>s<?&&=*— Ri~5 1554bp(DORF. &£Xfi$VT7 s ~Mk 
S^TVV'Sr^i? 320bp(D3'-UTR^LTV Nfc (EI2B) 0 

[0137] fcf-ESTr— ^{JljSV vf, ^!>^.EST (AK003695:}o iU?AK081753)(D^->5r \Z 
ttLXfam%:&>1ti(DEST (AL832080:&J;tFBC035311)£IU^Lfc(|2l2B) o ^tlh 

^^w^-^KiB^iji/-</^-e*3j;^63%*3iu?55%^i— x*$>*), r^/mmn^^/^ 

Tii^-f *Vb54%l^|— ' efeo7b(H!2B, C) 0 ^M=<K^Jli22(D-^^joJ;t^l:hESTT' 
fc3AK003695 N AK081753, AL832080joJ;TJ?BC035311^|^^i-^gB^J{i, =»1fy^ 
{-^^ai^tt/tSS^I^^^iCi:— i^b-CV^rc(Kozak, M: Nucleic Acids Res. 
15:8125-8148, 1987.) c 
[0138] AK003695, AK081753, AL832080*5 t tU ? BC035311Oit^T5:y^IB^IJ{i, 

Gen&ank<Dfrhty&fa<DWMb(DW&fe : fc^&£fr<>tl 0 dermokine- 0 (Cl^oV>T, 2 
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i/3>#!>$:(m2Ctp<D%:ffi) , itfdermokine- a /- 0 151*3 VvCV<oj&»© 
^&tfj#N-51UMV-- ^3^§P^dSfcofc 0 »5feaSWL£:fc, SignalP server^, 

IE^lJ?rtS^L7c(http://www. cbs.dtu.dk/services/ SignalP-2.0/#submission) o JEiZ.2 
0©*^?>T$^^<!JT^Msplicing variant) K«fc3C;fciftl<E>#^rlfB#Wu 
V^pHii:^b(pI=10.3;|ll2B, C*3«fctf|2|4A#$D x ^*U2#7I^C*>v^ % (BMP) 
, eotaxin, i&jijfctlf MigfitH^- (FGF) . ^-7xcy- 0 (IFN- ]3 ) . ^V*— n^f 

^y^Tv^^yT^r-^ -^rtl^frrdermokine a &£Tf 0 J Uh(0 2C)„ 
[0139] [dermokine - a / 0 jft^^f - <£>#!/&] 

Ensembl Human Genome Browser}^ f^&^19ql3.1 JifCfcr-dermokine -a$$£ZP 
-0 t-^j-f §3HE^-^|ig^tt(ENSG00000161249) N -^te— 14-kb<Df5ffl^J[S^ 
o-CV^o El3A(cl^-t-J;5i51 % thdermokine-ajo^-jS fi, •€rtl^P^X6iB*5J:t^l6 
fi©xdE-yyj6»(,45o PWfe8§VVr.£fc: % dermokine- a it^^-O^y^m, J£j£|B 
^M^gP^fci^i/^HB^J^M^^WL, dermokine- 0 itte^-O^y^ll^ 

.timing fc#i*EU ^Jh/fettSU©:/**— {cioT^^^tbS^irSr^i^bT 

V^ 0 ti^^lh^K^tedermokine- a CD^df-y;x5 % "^dermokine- 0 (D^i^y^ 

15F^]{^l^r^tl//c 0 •v^^.(Ddermokine-a/-j3 jft'fe^f'i^ Ensembl Mouse Genome 
Browser(;i:|o-V^TENSMUSG00000036665£L-C fch^*5»t-519ql3.1^»"7 1 — — £r 
*^"L/c|M^-efc^^^,^:7_b^-^5/t 0 ^y$tvfCo -v^dermokine- 0 jtfc^jE 

fcl> $:^£*VCV^V^S X |^ ^'fSAffil&fc'V ?*dennokine- a Mfc^M&m i2 \Z 

[0140] fch^fe^9ql3.1<^!^7#|fe&ft(;i:&lv-r; x dermokinejt^^<Di^{|iJ(Cl^^y 
^h-B@ji^y°^KT*fc6suprabasin*3j;tFy7^y-^-rh^k-P3S^^^^® 
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W*W§±8tfc&\,^XM&fc&&£tlZZbtim&&tltz(Oomizu S, Sahuc F, 
Asahina K, Inamatsu M, Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a 
novel gene associated with the stratification of the epithelium. Gene. 256:19-27, 
2000. ;Park GT, Lim SE, Jang S, Morasso MI: Suprabasin, a novel epidermal 
differentiation marker and potential cornified envelope precursor. J. Biol. Chem. 
277:45195-45202, 2002.) o MVfc^^bl^ suprabasin, dermokine- a /- 0 *5 

if &&TJteL*r *&XlZ$&%L~t~Z>GPR421 l Z.tt~$'Z>i&fe;^Ftes , suprabasin<D_k$t:io 
£tMdap(DT^t^£gLTV^/^(Welch JE, Schatte EC, O'Brien DA, Eddy EM: 
Expression of a glyceraldehyde 3-phosphate dehydrogenase gene specific to mouse 
spermatogenic cells. Biol. Reprod. 46:869-878, 1992. ; Sawazdargob, 1997), L/^L- 
Z.fribcDM'BT'te, suprabasin, dermokine- a/- 0 $5£TfKdapbnRftjjfalCfe^ 

-fSb^^bte, suprabasin, dermokine- a /- 0 joit^Kdap mRNACD^^#\ 

£titcjj&:Xfflffi£tiZ>Z.b&^i&VX\, >3 0 

[0141] [dermokine- a /- 0 , Kdapjo J^suprabasintf^&S] 

IH4A(^L/cj;5^, SignalP server}*, dermokine- a /- 0 <DfyX*ttt<* Kdap*5=t 
tKsuprabasint, ^tlb<DN-^mzmfei/?^&m&ftirZbmfeVtzm4A) 0 £ 
tlfc. ^.Hff{^Kdap^*5VNTitM$ttT*5«9(Oomizu S, Sahuc F, Asahina K, 
Inamatsu M, Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a novel gene 
associated with the stratification of the epithelium. Gene. 256:19-27, 2000.), — 

suprabasin<7)N-7fc$M;fcttia^Jte, Mfetbt£mWMh*M>bl,X%X.btlX\, ^ 
(Park GT, Lim SE, Jang S, Morasso MI: Suprabasin, a novel epidermal differentiation 
marker and potential cornified envelope precursor. J. Biol. Chem. 
277:45195-45202, 2002.) o U!pL, dermokine- a /- 0 , Kdap&.ttFsuprabasinjtfc 
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$tv6t»Jbfc<^5 0 Z.<D^Z.&&&1rZ>1tltoi^ fchdermokine- a /- 0 , Kdap*5 
il^suprabasin (0.7-kb^^jg*$l)cDNA£r, "ilLll^g!^^— 
pcDNA3.1-SEAP(His) AU ^rixb^C-^^^SEAP(His) X^^HifVtcM^ 

6 6 

?>/<?W : &$&U&1ttc.o Z.tlb<DM&*>'/*?Wfe. i#^L7c293/EBNA-lij$BJ&{;i 
^f£j:^m£*bfc(|Il4B) 0 »9fc$tV\ftte N SDS-PAGE^VM^l^-C, ignite 

[0142] K-^mfe^jf-j-svumfr, ^nh^^fhtzM-^^^m^^ ^x 

mQ¥&frfrX\<^frb*yfr$:M'<tc 0 <ftW-£titcM&f r >/*?Mfe&* , TALON 

Superflow Metal Affinity ResMzX^^^i&^h^— (D^^tVX^M^tltz.(m4 
C) :#|<WcJl V ^tch9l/*-7^>3>$zi$ teXXfigm^kltXte, dermokine- a 
-SEAP(His) % dermokine- /3 -SEAP(His) % Kdap-SEAP(His) , ioXXf 

6 6 6 

suprabasin-SEAP(His) , i&Jk0.15mg/U 0.3mg/U 13.5mg/U feJCtFlSmg/L 

6 

^/HE^J^V^TV^6^^^^^^^o7c(|gl4C) 0 ^tvktOftlJi^ dermokine- 
a/-j3 , Kdapjo^t^suprabasinfi, ^nb<DN-$HQl£ ^Tl2J$r£*K HI-fBtR^ 

mm^if. ^(D^^m^titc^t^vx^^ 

[0143] [jjfij${;i:fctt6dermokine a &£Tf £ „ Kdap^bt^^suprabasinCD^^-?^— ^] 

/^^^l&fC&ftSdermokine- a / $ % Kdap&itFsuprabasin^^j^O^ 
91^ If^uyM^WlftUfcCiaSAX, dermokine- a ^ctU 5 - j8 OM^"^^ 
^W-rX-TSSKOeSFOS^u— ^(El2B#ro)«, ^jt^*5V^^<, P^joV^T 
«llV^fco<D/^>'K0.6kb*5«tU ; 2.0kb^ttJLy u c(Dermokine-a//3 „ EI5A);M8 

mmmvtcm^, ^t^ev^ra, m^^xh^m^titc^-m^-r) 0 ^tn 

h<D^^hmmi^X \ ZtlbO/^blt, ^rtb^tbdermokine- a t~ jS iZittJ&LX 
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V^£#x.<b*v5„ m%k, dermokine- $ ;/( 0 -/o- ^\ E] 2B)£1£/B 

Lfc£r6, 2.0-kb/^>K<D^^ffiLfc(Dermokine-)3 , 05A) O Kdapte, ff^J;!/ 

AjjUcdsvr^fi^m^tt, Jir|j{£;i3i^T^l;3)l^$;txfc(Kdap, ®5A) 0 

dermokine- a /-j3<D^rtT,^^^'(-^MLTV^c(Suprabasin g|5A) 0 #3§W# 
£>tt» ^ftWRT-PCR(qRT-PCR)tCj;<9. ^txb<D*>^fC(D3i!^£s^7<:(^l)o 
[0144] Wk* Jfe_bBe*aiKtJ:*5ttSdermokine- a , - 0 , Kdapjo«tt^suprabasin<^^ 

m^T^4^y T/^-T ART-PCR-efi|*f bfc^^^-To !&&RNAte8ii ffrlHiBalb/c-^ 
^d»fe©fil>«r>fc_h&jffijjft}&^f||gb % ^dermokine- a , -j8 . Kdap, jo^tF 
suprabasin(C#^#J&7°^i'-v— Srffi V ^TSYBR Green-<— ^^iklftyTVWM'A 
RT-PCR^^T^ofCo ^7*— ^ttrtSPGAPDH mRNA^J^KlOV^^^bbfCo 
GAPDH (xlO~ 3 )lZtt~tZ>it:- = 0—0.1;+ = 0.1— 1; ++ = 1 — 10; +++ = 10—100; 
++++ = 100—1000; +++++ = 1000—2000; ++++++ = 2000— 3000 o 
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[0146] if ^y^yY^&tWm^&^m^. dermokine- a / 0 . KdapSo«tt^ 

suprabasinf*. $Lffi, S\ Stiff &&Tfiffii:i?<Dmm±&iZiS\,^X*:MlZ.& 
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(Oomizu, S., Sahuc, F., Asahina, K., Inamatsu, M., Matsuzaki, T., Sasaki, M., 
Obara, M., Yoshizato, K. (2000) Gene 256, 19~27 N Park GT, Lim SE, Jang S, 
Morasso MI: J. Biol. Chem. 277:45195-45202, 2002)£— ifcLTV tztx. 

^RTHg'Cfco/Co S^ot, dermokine- a / j3 , Kdap^o^t/suprabasinfi. ^^FO^J^K 
^(stratified epithelium secreted peptides complex)) <bffc"t"<5^l£ ; §rt[i , ll"t"<5 0 

[0147] fctt&m&bn, mm±Bzftx\ sscmm<D&m&. mmz.tM&u ^vxem 

^Ojg^jt{-OV>T, in situ s^Zfy?4*£— -y^WSx^Jot^ %®i<D&&. 
<£>iS*^0K'^ dermokine- a / )3 % Kdapjoil/suprabasintCOV^TOT^^-fe^^* 
fcteir^cRNA^ti— •7b'^<-7))?<<XUt 0 HSBt^Ubfc?^ dermokine- a 
/- /3 (SK063F08, 02B), dermokine- 0 7* j3 probe, g]2B)^o«tU ? suprabasin 

-r^±CtCo Mmm^. KdapHSMW^n— ^fcKOomizu^^LfcJ;?^ 
„ : #^^"^S^^JK±§P^^^^y^'-i"XLfc(Oomizu S, Sahuc F, Asahina K, 
Inamatsu M, Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a novel gene 
associated with the stratification of the epithelium. Gene. 256:19-27, 2000.) o ZLtlh 

4kMk&Mi&T%mz.mmk£titc.Zb&^mL>X\,^ 0 
[0148] [ssc mto&&xMr57 /iMr-^Hfc] 

K©38£ll#lC:fctt3dermokine- a /- j3 <^3i§3i.£. SK063F08^n— :/<H£fflU J 
— if^nyHJliOWIIU^o 06AtJl*i*Ufc«l:5^ dermokine- 0 E15.5"C^^ 
£*L*&«>, ^^®^^(5{^m^FT*fcSo dermokine- a fi* x E16.5T^tt! 

RT^T-fe<9, E17.53rC*gj&nU E18.5*-C(C^-T§ 0 rtb^CD^l^tt, dermokine- 
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a/-0tt, •vpx3&&3am\Z.&^X. in vivofcl:i8»*5*&<0Mtefcl8iiLXV.5 

[0149] mm^ sscmmt^7^y^hMt<Dr^m&&^mmirz>tcM^ 

^fch^^VlM'bOin vitro5Mb^^SSC04»^l^/l^^b£:, qRT-PCR 
f-WilSUCo Ca 2+ ^O_h#(0.15mM>6^1.50mM)fCj;6^\ 
0.15mM Ca 2t t'©ittg© ±#(2 0 ffl^*^6 0 IW«F*)K:J:0, 3i*£*bfco t 

b&%k J ££thX$5<9(Poumay Y, Pittelkow MR: Cell density and culture factors 
regulate keratinocyte commitment to differntiation and expression of suprabasal 
K1/K10 keratins. J. Invest. Dermatol. 104:271-276, 1995.), Z.<DZ.bfe, qRT-PCR 
-Jr^^lO. TGase K *5itW^U V(DmRNAV-^</^S!j^i"'5^^^ 

£<omm&titc(m6B) 0 m&s&vik^ sscmm<Dmm^x. m^Wm vitro 

[0150] [Dermokine- a &>r^ JWWtofc\ZlkM^&Wh 

^^7^y^b©^bfcDermokine-a*S ( Rl^i-f^^S«rp^<fc 0 12 well distil 
i£0.15mM Ca 2+ #^T"C, 2500 cells/cm 2 ^ig^Lfc^7^/lMM;i*fLT, fch 
Dermokine- a C>C^MlJ^HA-tag^ro{t/ccDNA^— iiH4{Ctransfection(Ci«9^^ 
^-fr/Co -fc^Jfe^ 6 0^i£total RNA^HHtX-f-^ Dermokine- a £3£^£-tirfc^7 
^yiMHiMock^Jfc^T. ^"ictaotal RNA<D[e]J&ft/^'(&;6>o7<:(|2|7A) 0 ~<D* 

5^CRNA^^qRT-PCR^lCj;t)^rOB^*?rGAPDH^2p^bT^*L7^^^), 
Mock{^it-<-C, #lClc:Jb#LTV^c(ia7B) 0 i(D*{*Dermokine- a 

^^/^^^b^J£ii^tbfc*^I^LfCo Js*_b(£>*Pj&^ Dermokine- a fi>r 

[0151] [SSC*^^®8^^5^#Offr&] 

fcr-dermokine- a , - j8 , Kdap, Suprabasinf;i#t"S!>1^>#!^n— ^/l^{££rf£ 
$L-tZ>MzM±Xm^t^ pcDNA3. l-SEAP(His) vector^thdermokine- a , Kdap, 
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Suprabasin£r^AL7c:t><£\ RXf^ Dermokine- /3 dermokine- a b<Dj±M#im& 
X9*Uth<0 (dermokine- AC) £ffr&L (EI8A) , 293/EBNA-l M&l ^X— 
IC^I^^rfCo #Wxfci&^igJ&j6^TALON Superflow Metal Affinity Resin^it). 

dermokine- a.-0,-/3-AC. Kdap. Supr abasing IS^i^/cig-^.bff LT 
immunoblot£tTofc 0 ^(Dfig^ fofam^foh<DmW^<n?>-/<^\^1fi\^Xfcfo 

[0152] l^r/fn— -T/Vlgifo<DWm 

^/?ri~^;Vfofc<Dfcffi*WMiir : b%&\Z., pcDNA3.1-SEAP(His) ^<??—\Z.\lV/ 

6 

^.Xdermokine- 0 (DC^j^^M (dermokine- 0 A C) cDNA^Jf Abfc^^,^<^^— 

293/EBNA-l (C^Ab—i^tt^^^-yr/Co #^tv/cJ$^_h^^^TALON 
Superflow Metal Affinity Results*), th/-^r>^dermokine- j3 A C-SEAP(His) H S 

6 

W^^tMb/Co w<Dgf!^®S®^rthdermokine-3 AC-SEAP(His) te-^J* (Balb/C 

6 

female) ^r>^dermokine- /3 AC-SEAP(His)6te^r-(Wister rat female) \Z.-$z^L. 
, ^ey^n— -j-;V%iW. (^rti,^;}xAnti-hDK mAb, Anti-mDK mAb^l") SrftsjBiUfco 
[0153] [293^J§Si#^_hM<DImmunoblotting] 

293^fflJ}^"e^l^,$-tirfcth^.U ? -^^dermokine- 0 /- £ A C£immunoblott£j;«9#? 

pcDN A3. 1 -human dermokine- /3 ^ pcDNA3.1-human dermokine-/? AC N 
pcDNA3.1-mouse dermokine-/? ^ pcDNA3.1-mouse dermokine- j3 AC£r 
293/EBNA-l^BJia^transfectionL, ^frfcig^JhfitSrSDS-PAGE^IfcU —r-a-fe 
/H3—^.^^transferL/c 0 -?:tf>i^Anti-hDK mAb, Anti-mDK mAb^j^$-ar-C 
immunoblot£rtro;fc. 0 

mgk&m^ (^"}x)Rx$m9& (th) ^•rcBB-e^*±?S' : po#<(D^ &m 

ti*%t&£tl1ttiK immunoblot-C{i80kDa#a£(C^M^J^^^K^^t±l$tt, 
Anti-hDK mAb, Anti-mDK mAbtt-ttl^tK dermokine- 0 /- /3 ACSr^lllftdgg 
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[0154] [Dermokine(DELISA] 

(Biock-Ace, ± B&mmft^ftMi&ioon mux, muxmm^*~ 

•<--^L^^:^*:^^^L-rv^^V^§B5>^c l ^^bfc 0 #!>a:/l^ 0.02% Tween20^- 
&-rz\)^mJ$ffim (0.02% T-PBS)-ei[H]i5fc*£U fE§$lUiAnti-hDK mAb&t^ 
Anti-mDK mAb(/^^yK--^Jfe^it^±?*)^50 J u l*Px., ^MTn&SfeiH^^ 
-<-hbfCo £-^/M£>l«£}#T, 0.02% T-PBSXmffifrVXtfifc&mn^tio 

mz.&V=.MZ65X:, 10^^;ffi^=fTV\ PBS-e#^b^, 6.25—50 nM<£>fch/^^ 
dermokine- 0 -SEAP(His) &L< ^th/^^^dermokine- j3 A C-SEAP(His) 50 » I3r 

6 6 

j&H*., ^T^B^^^a.^— r-Lfc 0 ^?v7U—h%0.02% T-PBS-?5|U}$fc*£L 
AURORA AP Chemiluminescent Reporter Gene Assay Kit (ICN)3rJfjV vC. @fB 
lktfifclZ%g&l,tttW^ ^dermokine- /3 -SEAP(His) klXJidermokine- j3 A 

6 

C-SEAP(His) <DT;^)-7^y 7 ^—^^^^tz. 0 Hi£$O*1420 ARVO t 

6 

SV^y^jVliVl/fr—^ Wallacl420 Manager^T460nm-eS'J^Lfc o 
HH0A(-v>^)RtJ?|1110B(th) KI % dermokine- /3 -SEAP(His) (-•~) 1 bb<{* 

6 

dermokine- 0 AC-SEAP(His) (-0-)£*£^£itrfc*£m£^U5i 0 HWbUc 

6 

Anti-hDK mAb, Anti-mDK mAbfi#^^?i^^#6<)(c:dermokine- )3 ^^'^L/t 0 ft 
SEAP<D ^recombinant^ tiM^t* M^bfc^ft&miS^Lto^ofco 
[0155] [#l^^thdermokine- j3 /demokine- 3 A C^MM] 

pcDN A3. 1 -human dermokine- j3 , pcDNA3.1 -human dermokine- j3 AC?r 
293/EBNA-l^BJiataransfectionL, #b^c^*±?t (i^ife : Opti-MEM I; GIBCO) 
tCNaCl£#t#^0.5 Mbte&XoiZjJWz., 0.5 M NaCl^t?20 mM HEPES(pH 7.5) 
MWMX^ffifclstcLentyl Lectin Sepharose 4B(T^i^iwW^lM^>';*tfc§Si 
)tf— XKMLT^^®£g£*£-£;fco -£<£»t£l M NaCl^t?20 mM Tris-HCl( 
pH 7.5)T*##m^)®^^^W^ri5fe^bfc^, 20 mM Tris-HCl(pH 7.5)-e£*b 
i-tfej^U 1 M ^^/W a -D-vyy k°7/^K ( a -MM) , 0.6% CHAPS^tf20 mM 
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Tris-HCl (pH 7.5)T?*£^^^W£*gtt»Lfc„ CHAPS& 
^ts20 mM Tris-HCl (pH 7.5) ^¥%ik\JZ^*>&&#x*'*rV? : 7'7<<-- XhZ> 
HiTrap Q HP^Jy MT^^^U^T^^^iM) KflfU mMffiWiX*mfr& 
„ 0—0.2 M NaCl(D^^<fe)iE-e^t±iLfeo ^At&ffr*. AKTAexplorerlOSv^T^C 
P-9037K^, UV-900^—^— , pH/C-900^^— , Fracr901'7 : 7?i/als=H>'?# 

SDS-PAGE) SrtTV >^ffllLfc„ i^itO^Hi, «8fift«tCj:5ifefe(2CHfiJtefe 

n-fe/Wn— ^{^fe^Lfc^>-^^W^<>K{C>lpJ-bAnti-hDKmAb^^$^:"C(^A 
/7nyb), 7^v-3^11— 23{Cfchdermokine-j3S.tI ? thdermokine-j3 ACO^tti^ 

^^^(i^^-httrCM^ Lentyl Lectin Sepharose 4B:Lentyl Lectin, HiTrap Q HP 

JJ7J*:Q)<D^%£&&b, Anti-hDK mAb{Cj;5immunoblot^^Lfc(|l|ll)o 
dermokine- 0 fidoublet^^^K/Ji^ttl^ttfc^ (g| 1 x demokine- /3 A C (El 1 1 

ttsingie^K^tfcfflStl/fco 

[0156] *L&mK£*) % SSCAK &m4k£tlt£±BllZ&^X&m£tl. ^O^b#I« 
*/d{*i#5i{cB8^--t"5^i:^#^.^tvS 0 demokine/^T^h^^^ttil-J;^ 

o 



WO 2005/083075 66 PCT/JP2005/003458 

[1] TIE (a) — (d) <Dl vf tlfr\Z.mM<DtfVX?Uslr?-h\ 

y^w^K 

[3] ff^^l^fc«2(c:ffi^co^y^i/^K(cJ:i9=3— K^ttS^y-<^Ko 

[5] tf^^i i bL<«2{v:fd^(7)7Ky^i/^h% *fc}*if ^3g4{cte^(Z)-<^^— 

£*fc#y^^K£[i!ifci-5xa£^t^ 

[7] ^a^ite-T-^^MT^feS^^^^^i-sae^'B-^-CfcoT, (1) 

Kdapiftfc^ (2) dermokine- a iftfc^. (3) dermokine- 0 SoXXf (4) 

[8] ft*^i^c«2(ciB^o^y^^^^K^#M^^w^y^xi-§7}fy^u 
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[1 1] dermokine- a ^>v^@t>b<tedermokine- j3 ^^M^^h^-^tl^X^t^ , -Jr 

[12] wr© (a) - (d) fatbftzm ^m^fh^it-^m^^ . ^^/iM'MHbiw 

(a) dermokine- a iH£^t>lX {^dermokine- # iHS^tf^^^) f £*H-<5T V^i? 

(b) dermokine- a 5HH^L< (idermokine- £ ifr|£^<7^^04£j£#Ml&&-§{§^ 

(c) dermokine- a ilM5^P|>L-< tedermokine- 0 Mte^ft^^LZ, KNAighWzlCX&VE. 

(d) dermokine- a ^V^StblXtedermokine- 0 ^^Jf^^-f-SiTlft: 

[13] j^T<£>xm (a) - (c) sr^tf , ^^viMh^MbP^J^^y ~~>-^&o 

(a) dermokine- a ^^SCt>L<}2dermokine- j3 #>s*?&&3&$frfZ>fMfab* W(k 

(b) ^*HJ§S^*D(j-Sdermokine- a *^-^®%L< ^dermokine- /3 ^>v-^®<£>3£il 

[14] ^T«50X@ (a) - (c) Sr^tf % &7^;^hMmfflffl<Dx?!)—~-/yj7m 0 

(a) dermokine- a ^^®t>L<tedermokine- £ ^V^ff£3§gli-5&BJ§S£\ W(k 

(b) ^^fl&{C3ol:r5dermokine- a ^>v^Wt>L<tadermokine- p ^^^.(D^^ 
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WT<OIg (a) - (c) £-^tf\ ^^S^bftfcmmMnx*!)— 
(a) dermokine- a *>^Sft>L< ^dermokine- 0 *>v^®, ^tt^tb^SrlS^i" 

(a) dermokine- a |ft>L< tedermokine- & ^fti^fhh^^ir 

(a)^^lfflJiS^oV^-C, dermokine- a ^^^L<tedermokine-0^^W<£> 

^T<^xm(a)*5cfc^(b)^tp, fflk&izo^x. m¥±Btmitfitemj&Mm 

WT<DXm(a)*5<tU?(b)^tf, ^#{-OV^, J&mgi&'D&Wxjffeo 
(a)WL&%frbffiM£tltz.®itkUm ICOV dermokine- a *>^fCt>L<te 
dermokine- 0 ^^«<D$§^:i;3;7cte?£t££$J^1-5X@ 
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[20] 8Lmi&&7t>m&&. ttti&mmx$>^ m$n&i9iz.mM<D&mjfm 0 
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[ B2-C] 

Dermokine-a 



1 MKPVTASALLLILLGVAWRG DSHSW 
1 MKPATASALLLLLLGLAWTQGSHGW 



GSDLSSLQKRAGGADQFSKPEARQDLSADSSKNYY 60 
GADASSLQKRA-G RAD — QNY N-Y 45 



* ★ ★ ******* *** ** ** ** * ******* * 



* * 



th 



b 1 NNQQVNPTYNWQYYTKTTAKAGVTPSSSSASRAQPGLLKWLKFW 
4 6 NQHA Y PTA YGGK YS VKTPAKGGVSP - SS S AS RVQPGLLQWVKFW 



104 
88 



Dermokine-yS 



"7 ^ A 
th 



1 MKI^GSLACLLLALCLGCGAANPLHSGCEGTGA — S-A-AHGAGDAISHGIGEAVGQGAK 
1 MKFQGPIACI^LALCLGSGEAGPLQSGEESTGTNIGEALGHGLGDALSEGVGKAIGKEAG 



** * * *********** * * ** ** * ** 



* ********** * 



56 
60 



th 



57 EAASSGIQNA1XJQG-HGEEG-G-STLMG-SRGDVFEHRLGEAARSLGNAGNEIGRQAEDI 112 
6 1 GAAGSKVSE ALGQGTRE AVGTGVRQVPGFGAADALGNRVGEAAHALGNTGHE I GRQAEDV 120 



* * * 



***** 



* * 



* **** *** * ******** 



th 



113 IRQGVDAV H NAGSWGTSGGHGAYGSQGG- AG- VQGNPGPQGTPW — A-SG — 157 

12 1 IRHGADAVKGSWQGVPGHNGAWETSGGHGIFGSQGGLGGQGQGNPGGLGTPWVHGYPGNS 180 
****** ******** ***** * ***** **** * 



th 



158 -GNYGTNSLGGSVGCGGMGGPLNYETNAQGAVAQPGYGTVRGNNQNSGCTNPPPSGSHES 216 

181 AGSFGMNPQGAPWGQGGNGGPPNFGTNTQGAVAQPGYGSVRASNQNEGCTNPPPSG 236 

* * * * ******** * ** ********** ** *** ********* 



7 
th 



7^^ 
th 



217 FSNSGGSSNDGSRGSQGSHGSNGQGSSGRGGGQGNSDNNGSSSSSSGSNSGNSNSGNSGN 
237 -S-GGGSSNSG — G — GS-GSQS-GSSG-SGSNGD-NNNGSSS — GGSSSGSSSGGSSGG 

r * **** * * ****** ***** *** 



* ****** * ** 



277 SNSGNSGNSGSGSRDIETSNFDEGYSVSRGTGSRGGSGGSGGSGGSGGSGGSGGGNKPEC 
285 SSGGSSGNSG-GSRG-DSGS — E — S-SWG-SS-TGS-SSGNHGGSGG — GN — GHKPGC 



* * ***** *** 



* *** * ** ** ***** * **** 



276 
284 



336 
330 



th 



337 KNPG ND VRMAGGSG SQGH GS NGGN I QREAVNGLNTMNS DASTLPF N I DNFWE NLK SKTRF 396 
331 EKPGNEAR GSG-E S — G-IQ NS-ET — S-PG-M-FNFDTFWKNFKSKLGF 370 



* * * * * * * 



* * * * 



* * 



** * ** * *** * 



th 



397 IKWDAINKGHAPSPSTRALLYFRKLKENFKRSTPFFNWKQ-IE 
37 1 INWDAINKNQVPPPSTRALLYFSRLWEDFKQNTPFLNWKAIIE 



GSDLSSLQKRAGGADQF 455 
GADASSLQKRA-G 425 



******** * ********* *** ** *** *** *** * ******* * 



th 



456 SKPEARQDLSADSSKNYYNNQQVNPTYNWQYYTKTTAKAGVTPSSSSASRAQPGLLKWLK 515 
426 -RAD — QNY N- YNQ HAY PTA YGGK YS VKTPAKGGVSP- SSSASRVQPGLLQWVK 47 4 



* * * 
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